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i ] 

7°^ K4 L< ttSS^iJ#-t2T'^$tL^,T5 -/HE^ISr^trJ}?'; K07 5^9lSJ!IK 

[ft« 2 ] 

(A) 'J7^y>-3m 'J 7^^> - 3S§#*^tt^«^ U< lif^IM 

( B ) U ? * ~> > - 3 ^-^L/t IfflMJ * M^i" 3 18 > 

umm 3 ] 

^©is ; 

tr i t * mm. t i- & yum * tz \tm u-r & \\&m t?zi$^<D&<Dx?v-~yy 
umm 5 1 

U 9 ^ v > - 3 SALPRi/cW V ^ h £ t 1 1" 

[ffll^fi 6 ] 

S A L P IB^lJ## 4 T?363 *L* 7 $ ^ mSfi^'J tr *° 'J ^T 9 ^ KT*** £ 

t "T * Ift**I 5 ^IB«C0 * * y - ^ > 
[W*£ 7 ] 

(A) V7^-»-3Sm U 7 + y>- 3$##^#^i-^M^ L< tt^<0,«E 

m#K:»jtt3«x*i, 

(B) 'J^yy - 3 S#»*^UfcjWHfe3W*mtt*i05e"t*XS^ 

fc *mWihir&m&*%m-t2>ik'km-£tz\±*:<Dl&(D*? K 
[fflUfcS 8 ] 

^oif ; 

(A) 'J7^y>-3SI#, ';7^->^-3S##mt^«iL<WO«I 
**tfi Slit fcl±*PIHIi-<Mfc#»* iZ.\±*<0)tit<DX9 v 

umm 9 ] 
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( B ) It ft Liz MMM Ml* * iW 5&t*> X*S , 

* # tr £. k t #m k "t & W*il 8 C|B*0«4t S: /CM * fc tt«HW^ * < * tt * ©I 
co^^ y h 0 

[» *IJC l 0 ] 

'J 7 * V V - 3 $£M*5&*, S A L P R £ it ti OS U ^ "/^ K 1?* £ £ k * #m 1 1" 
£ IS*« 7 ~ 9 <£> V^i 2 *L*»— A KSBft© * * V - - > v K 

m&m 1 1 1 

S A L P R t5 s \ SEy~iJ#-§- 4 TrSc $ tl& T 5 7 gJBB^J £#tr *° V ^ 7^ KT* £ C * #1t 

^ ft **i i o ^lamox ^ y - - > >r* v 
m^m 1 2 1 

MLT7 0 % J^X Officii 7^ 7W^^^^*°'J^yf- h\ tT^i^oms- 
[If 1 3 ] 

m& j>m&& -e & * 1 2 1 ib* o mmM » 

[gf 1 4 ] 

( B ) 'j7^-»-3 * 4b L * PJ^-t * IS, 

[flf 1 5 ] 

; 

M IT 7 0 %JJl±Offlratt**-t&T5 yBfcBB^ib&atfy^T'f- b\ 
J: ^ 

(A) 'J5*y>-3m 'J 7^v y - 3 $t#^MtS«H L < (i^Willl 
7*yj^o 

[If l 6 ] 

^oig ; 

( B ) 'J^y>-3 * t> L * £ X®, 

*&trz t *mkt-t&m*& 1 5 kz%m<oiifn.*mm*iz\±w}?z^&ik&mtiz\±^ 
umm 1 7 1 

■j7 + y>-3 gsgMfcd*, SALPR*fcf±* vUfrtf U ^ 7°-7 K"C* £ i k =Sr#m 1" 

14-16 OV^-ftL^-^^IEmo^ ^ U - ->^yjfe, 
[«f*a 1 8 ] 

SALP R^\ BB?!I##4 T^ES^L* T ^ *#tf#'J ^7°^ k 

fc -T £ If 1 7 t:|Bfco X ^ U - > ^*tto 

m&s. 1 9 ] 

^oxfi ; IMS^, 

(A) V 9 * v > - 3 U 9 v > - 3 jMlfi % L < tt-f-OJWfl&l* 
M^-^»$^^X@, 

(B) 'J 9*i/>~ 3 S3at#*^Lfc«ll&J|««[filtt«r«56't*Xjg. 
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ho 

nmm 2 0 ] 

y-^ k % l < iiia^ij*^- 2 x*mz r 5 y miB?ij *^tf *° v ^-7°^ Kco t 5 j mew K 
HL-C7 o%Jsi±offlratt**-^*T5 /m@a?ij^&&* oi ;^-7°f- h\ s 

#1t 1" * t i»i D 4 »± M4- N $ * & < * « * ^ * * V ~ " y 

im&m 2 1 ] 

s -k<Dxm ; 

*i?ttz.b t-rz 2 o ^IflttcolM SrJtstn 4 <fc ^ li* 

<D&.<DA? V ho 
2 2 ] 

SiM 19~21 OV*i**L5&»— JpjCfamO^ * V > ^ y ho 
[flt*5 2 3 ] 

fct^i*3 2 2 KiBftOX* V --V^-; ho 
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[0 0 0 1] 
[0 0 0 2] 

^IMtotltv^o ^fit^^;v^-rI»co/t-7 
[0 0 0 3 ] 

RAW'ttHK* & S T fcflf 2&J&*flSA/ fcfr ft *>*i/C v> £ 0 JKtf)#561E*ft L JMfe 

j-i-n^f KY^7^-f Bia^ 7°^ K^**KI fciit, $ <b fc« AOJXPM K It |W| 
) o L^Lft^> y h 7 - * ^t±*/*7FW&«5***# < , 

*** ft &$rmft ttiisisf^ <75^« ot» ft^p^w <b *too & a 

[0 0 0 4] 

(GPCR) t^iStLtv^o GPCRttWftfiSftU^^ K** 
• ^f-ewiiUlCSS^tfl^ffi^tv^o ^ tit t: G P C R ^KiSft t S 7 ^- ^ 

f^«Ut^7>^^7 h tUflfttS^Jftt. IM^n n pt LT«ffl$tL"CV^o GPCR 
£!K ftif>lit-77>GPCRi:Wmo>l)„ *-7T>GPCRIiifcftMH 

[0 0 0 5] 

Rlte*ftBI!te*3IMrt? U jfefciw*"^ K** w^JCfc^SOfC, GP CRoaffcfc 7 J 

l±SffiE# 2005-3031524 
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•ftV Yh LXWlfc-f 2>Jf&i>PSt££ tzotzo 4 yTs V y • V y^-^y ( I n s u 1 in- 
Re 1 ax i n) 77 5'J-lWJ7^^>li:, ni^mm^hM^ft^^m^f 

^^IWI^^tL/cDNAcon- F1-& 9 'J94rV>-3 (Re lax in- 3 

) /I NS L 7 i^tfibtLfc^'J^-/^ YX&& (#fF^D o Iffl$tLfc'j7^'> 
>-3(±, MIMt^-S T H P - 1 -f ^ 'J 7 ^ AM P (cAMP) C0±# 

& t & * o * jRAMk-r ait $ ftfz (mwxwi 2 , 3 ) o -toife 

'J7^y>-3!t 'J?^V7r5';-T?*4Hl'J5*'», H2 'J 7^-»t*C 
, G P C RT?&& L G R 7 tiB^S V 2T> FO— o^i t t^^fhfz (^tl^Xt 
4) o LGR7iiIi:*iW:MLt^»), £ *i4 Ji^JiSW^IKt^fiK ■ & 
£ H t> £ £ fc ^/BBt S *it v> s #\ S A fc w N£ X it A < 33*** oTv>4v>, 
[0 0 0 6] 

—yj, GPCRW-oCSALPR/GPCR 1 3 5 t%><Jif htiX\<*2> V*l~79 -tf 
(#fF^Cm3) o SALPRIil^ftt^V'-t^-tLTtl^^'CV^^ 

§i^jct5) , K^M^^n^tL-cv^v^-^rvGPCR-e^oyto 

'J5*'»-3**SALPRO';5!r>K-eU4tii, $f,CSALPR«T 

* ~> > - 3 \±mn (om t & « ztix&y) (wm^w. 3 ) 

titxbzv *7* s yy- 3 tm^WW-t z-fi^frte^^x te%\htix^%fr<>tzo ttz, 

[0 0 0 7] 

[#tt\fcft 1 1 mm&mm oi/o 6 8 8 6 2^>7i/?b 

[#M2] #12 0 0 2 - 3 4 5 4 6 8 ^SBI* 
[#It» 3 ] SRt£HJ|ft 0 0/2 4 8 9 1^71/^ 

[#it»4 ] mm&mm 2004/082598/071/^ 

[##fr^t$fc 1] Spiegelman^ Cell, 104, p. 541-5 
4 3, 2001 

[$mWFXWt 2] Bathgate^, J. Biol. Chem. , 277, 

p. 1148-1157, 2002 
[^MffFlfcttfc 3] S i nnayah^ Endocrinology, 140, 
p. 5082-5086, 1999 

[##St»4 ] Sudo^sJ. Biol. Chem., 278, p. 7 
855-7862, 2003 

im^ffXM. 5]Matsumoto^Gene, 248, p. 183-18 
9,2000 

immttM. 6] Liu^ J. Biol. Chem., 278, p. 50 
754-50764, 2003 

[0 0 0 8] 

?k ^^\^^m^')^y°^y^^^ir^mM^^^^Lx^^m±wmM, & 
mmrn * tz nmmmmmm % tiz m -t » 
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[BUS * * 
[0 0 0 9] 

■S-fcfrfcofcfct*, 'JH-/>-3fi4ffti±veh i c 1 e tSt^fcJfc^T^fcfcS 

oidia fc #*±iin#M a*B tbbtitzo 95^-30 la^t wee k & 

TSlbfifcigfi&^ofco £ti«bc9££:7>£>, U 7 + y > - 3 iii A/Clftffi t * 

xh & o 
[0010] 

(1) ia^j#-^-2 -c^^tLsr 5 ;mwM*^tstfv ^•/f- h\ ^©iiKcfi^^ 
@e^ij^MLT7 o %JBii±offlratt**"taT5 jmmw^%&*°v<7°ih v\ tint* 

(2) ^Xfl ; 

(A) 'J7^y>-3§##, 'J 7^fy >- 3§f#^Mt^»^ t < fi-?-«l 

( B ) V 9 v > - 3 £ t> L * «Sfe"t & 18, 

( 3 ) ; 

MLT7 0%JBLh<&ffira«-**T*-*7 5 yRK^^^ftS^U^^f- h\ tfzlt^cD^ 

(4) ^©IS ; 

(B) V7^fy>-3 MHfc*^LfcfflJ&ffl*ffite*W56-f*xe. 

fi^X7'J - ->^7a^o 

(5) 'j7^y>-3fW> S A L P R ^ fciif ©t^f J ^7°f Kt'^S u t 

ttfc-rsflrsB (2) ~ (4) ov>i*tL3&»— sk:iatt^)^^u-— v^ffio 

( 6 ) SALPR#\ E3F!I## 4 f^S *l£ T 5 7 KBB^I £#M V ^"ff- Sii 
^#tt^i-^fjlB (5) fc!B*W>** U -->^7jfeo 

(7) ; IMMMt*:, 

(A) 'J 9 * v y - 3 S##> 'J5^yy-3 L < tt* WJWH&K 

(B) V7^y>-3 S^*^LfeiWJ|^jafcSttS:«5fet-SXe, 

(8) ^cox@ ; 

PUT 7 0%JB)LJi«)fflRItt«r^rf *T5 ^ »IB2?!I *» 4 * # U ^ ^ ifclif©*, 
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#11 2004-368509 



4/ 



(a) >j7^y>-3sm y 3 sswuat t < «co,«ii 

z & tt z t * mm. t ■? & m je * %m t tz »± -r * it^m £?zi$*<Dm.<D*?v 

* v ho 

(9) #c<aie ; 

( B ) 'j7^-»-3 * ^ L fc«IJS3W*Stt * M^f & JM> 

^(DT, — y 7* y ho 

(10) 'J 9^>>-3^§MW, S AL P Rt^ti-e^gB^ 1 ;^-/?- KT?**£ £ 
#mti-^.tufB (7) ~ (9) ©v»-f 5UwMW>** 'J y bo 

(1 1) SALPR^ @B?iJ#-^4T*^£tL£T^ /m@B^J^^t>* 0, ;^-/f- FT?**£ 

i:^#f tt-s do) (ciam^^^ U -=-y>f*v ho 

(12) Sfi»^" 2 X-mZ tt* T 5 7 RK?[] U h\ *<0«fle»fc3Hilia:Qfc 

WMn KBIU7 0 %&±offlrate fc^-r* r 5 y mia^ij^ «b ft & h\ * tut 

(13) m,wm-km-e$>2>m i i (12) hib«<z>^«sJo 

(14) >fc (DZLM. ', ^l&^Sf 

(a) 'j?*w-3S«#, y 3S##£-^r-f-<2>«*> l< tt*o#Dflan 

o 

(15) ^oig ; 

@e^ij 2 -cat $ tt * t ^ j msfi^J t-g-tp^y^'/f-K, ^wiiw ^^mbe ft sfegg # v ^ 
lilt 7 0%m±offl|wjf££^1-&T5 yM^^^^^'J^^f h\ * fc{±-eom, 

(A) 'J^-»-3m 'J 7^i^> - 3Sf t^«l^> t < litOttl 

(16) &<z>M ; 

( B ) 'j7*y>-3 * ft L »M * SO * X@ . 

*WH$ktir%mz (is) fciai|ft©#fi«:*lliii4 fci±«^s*&ffrfrW* fctt 

(17) y 7 * ~> > - 3 5£BHfc**. S ALPR4/:l4^aSfl-#y^f 
SAME (14) ~ (16) ov>*ftLj6»— 5IHIBttO^^ y - — f^2ffto 

(18) S A L P R /6 s n SB^!]#-^ 4 T*?R £ tL£ T 5 y 8*B5?!l *^tr # U ^ ^ Kt?* * ^ 

t zmzt-tzm d 7) ^ia«o^^ y--^^*feo 

(19) ^oig ; tWMitN 

(A) 'j7^v>-3», y 9^->>- 3S2gH****i-ajlBJ!aife L < li^-OJWUfeJR 

ho 

(20) ; 

^Jf^2tS^W7 5 ym@B^J^#tf^°y ^"/-^ h\ ^<oll6^:ftt^^*''J^ 
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(A) V V * ~> > - 3 'J?^»-3 $«#*#^Ti-* jMBIS t L < li^Ottl 

(21) ^©ig ; 

( B ) U 9 ^ 5/ V - 3 * ^ L fc«B jfefciaMSte * ilJ^i - & IS, 

*<Di&<07s? 'J - -V^? ho 

(2 2) 'J7^v>-3S« SALPRt 7t(±-€"^B|5^^° U ^y'^f- V~£lbZ> 
Jftgfcfc-T&ll&lE (19) - (2 1) CDV^-f *Lj&*— ElfclBft^** V ho 

(2 3) SALPR#, IE^iJ#^-4 t?*$^^>T^ ^ mES^J £^tr*° y ^7°^- KT?*S£ 
^#mti-2.fltfia (2 2) KfBftO** V y K 

(24) @£^ij## 2 *L<5 T ^ y f&SB?!] Sr^tf # U ^7°^ F, ^Ottffifl&HW'JfcBfc 

mia^ij en lt 7 o %£i±<offlratt*tta 7 5 y mmn frhtz* *° y ^ 7°^- k©hs * 
^ «: ^ l -r & %> m&m m o 

(25) 2 *l& 75; fflMM **tp *° U ^7"^ F, ^-otMlfl&fc^tififcSfe 
V ^fKtL< ii@B?!j#-5§- 2 "CSS WT?^ B^Sfi^J *^tr ^ U K©7 5; 

@^£^|J^HLT7 0%mJt<7)ffl|WIt4£;Pr1-&T5 yBftlB^J**€)**#y^^ F<&38B* 
IitS7^f-fe U WAi^li2*«RNA y JbSVMifiriB^V^^f-K 

[0011] 

U 9 '> > — 3 (relaxin-3) 

§tL/;'j7^ry>-3 (Relaxin-3) /INSL7 (Ge nBankTHyv 
3>MNM_0 8 0 8 6 4) fc|M:k*L"CV»<& *° U '^f- F"C& >5 (J. Biol. 

Chem. " 277, 1148-1157 (2002)), (i) 2 
^75 ymiB^J^^tr^y^yf- F, Z^Mir&o £tz, 'J5^y>-3Cli, (i i 

■f- K, (i i i) E2RI#^2"CfS£$^*r 5 yBfeBEFUSr-g-trtfy^-f- KW7 5 ymSB^'J 
0%JSl±coffl|SH4*^r"t-*T5 y BMB?ll * & * ffi R # U K***4*L* 
o ffl t * V 5 - 3 i: LT li, r@B^J#-^ 2 tr3c£ *LS T 5 7 mBfflfr S> 

&&*°y^7^FJ »^lv^ 0 ttfig^y ^^-f- F&-&, ^y^y-f- Koa**#t 

[0 0 12] 

t±> -?-©7 5ytse^ @B?ij#-t2 -ess*i4 7 5 ymsB^j^^-tfsKy Kt*v» 
titf:i±iSi (0t l< t4 1 tfzitmm) 075^^ em, ffA^io'/i 

f*3 c GMP41 >f y v h -;v; >J3tK^, «W&K*fi:56'fk, ttliipH^ Iffl 

Btt ^W^SO'J >-^-fk, c-f os*ilFc-jun COM^V&tt, T -7 F >BfeiSfli 

flUUsiUVf fett#Jn*ttT«> i^75/Mli, f!lxLtfl~3 (Mi, jfil 

mtiE# 2005-3031524 
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< it 1 ~ 2 J: DSP 4 L< (i 1 ~ 1 om, ZhKffr* L< tt 1 ~ 51®, #£04 L < 

[0 0 13] 

3 LT, tHL<tt8 0 %JBLL, iyftt<li8 5 %JEJL±, $ "b Kifri L < li 9 0 
%^±, ?t)[:J:i3jJiL<li9 5 %J£JLt, ftKffrt L < tt 9 8 %J£Jl±> f 4 

\zx.*)$LZ2>m* ommmmmn, t tz * %m-r zftm) v ^ f * 

*m^xM\&%*iz>mMr?$>fi\$ x <u «xif^M t f ^ y n y-n t-t^ ^ - (n 

C B I ) Offi|WH4T;V^V XA BLAST (Basic local alignmen 
t search tool) h t t p : //www. neb i. n 1 m. nih. go 

v/BLAST/Cl5V>tf*7*;H 0&JJWtS:5£) ^^-^^fflv^ihCj; ^ 

HSJlfl^&W Mx.ffin Mffi&ttft (^i(fv7^, ^A**-, -f^ 

[0 0 14] 

fc*3. 3E*#fctt, [variationj, nt)*, H— ttl*IO|W|— *° V ^7°^ K 
[0 0 15] 

> HQ N 5fe»SSl*t^/u 9 5 Wt> C *5^T 5 Ytkm, fr% ^w^O^n-k >;> v 
[0 0 16] 

y**yy- 3 ^ J- Kj^jLij ^ ^ ki^f: F 
*^itffflt-S U 9^y>-3 K1-^»^0 ^ ^ U^-f- Kii N 

^7°^ K*n- K-*-*5j*y ^ ^ V3r^- Kt?**RI?, #^RBje$tL* *>0-e{i*^ 0 

£*l*o *»IBK«fflt4#'J ^ ^ 1^*^ KKIi, *#Wt=t±TfBO (a) ~ (e) 

(a) @B^iJ#^-l X^ZtihMMimW^b t £Z>, ^U^^V^-f-K; 

(b) [mm^2Xm^fi^T^ JWMn^h^h^^^^-Y] ^-n- Fi"^, ^ij 

ttl|E# 2005-3031524 



#12 004-3 6 8 50 9 



7/ 



% ? V ir f - F ; 

( c ) ri2»-*§- 2 T?£&3 *ls 75; msa^J l*» t> , itriBco U9*w-3fc* 

( d ) rSB^J#-§- 2t«^W7 5V m@e^J © 1 4 it JA**iH® (ffSKlillfc «M 

) <onm-*^x^ i s^tt*akfii t< *± i ttzmm) ©7^tm> 11& 

(e) rS2»^- 1 T^£^&:l«@B^<b&&* 0 y 1/^^- Kt* h y h * 

*°y^7°f-FJ *a-K-r*, ^'J5!^vtf KCHt^o 
[0 0 17] 

mZfc&T* ;WlWM<v l * Tz\tWk.m (ffiKliiifettSfcfl) <7?@0fi'i3v>T, l 
£ £ lilfffl L < {4 1 * ttftffi) ©7^ ffi^ Jf A is J: £>V * it 

*°y KJ ^a-KU^StM^o tit, &3Jc, SSI, ffA^i^/^ 
fctettinS^Tfc iv^7? ~3 OflU fffL<«l~2 01®, «£ «9 

£?3:L<iil~l 01®, Hi:ff^Ulil-5fl> §KjfiL<lil~2fl-e*So 
[0 0 18] 

*SMB«>Sll<0— owflMJIfc i tuf, ^Wtw-ftffli-s *°y % 9 Kti, riB^iJ#-^- 

[0 0 19] 

iit, * MJ > v ^#Tvn^ 7 'J Xi" & *° y * * v * f- K tt, 

iZlt, F A S T A, BLAST, Smi th -W aterman (Meth. Enzy 
m. , 164, 765 (1988)] ^<DffiRtt*fe* V 7f^x7ia^ 7 s 7 * 

^IJ fc^ft < % 7 0 %JELh, L < ti 8 0 J: «9 * L < t± 8 5 %J^_t, $ <b 

4 L < ti 9 0 %JSL±, $ i <9 * t < 9 5 %£LL, #«fiL<li98 %JBLL, 
■5- L T * » * L < (4 9 9 % Sk± <£>*i Htt * & # U * * V * ^ WW <b i%& „ it: 

, h y > h fcanrFj ti, sm#56*anM£ffl -/y ^ -> a > 

iftK3& t 4 0 °C~ 7 0 °C, Sf i L < H 6 0 °C~ 6 5 JfCRJESfrtrv^ m& 
JK^ 1 5~300mmo I / L , SfiKttl 5~60mmo 1 / L 4: ^WY5fc^4 , ^i5fe 

[0 0 2 0] 

|KfMi:Utlt fJitfrUlOy ^ 7'7 'J - S c DN A5 77 V - Mfe^ 

ffl $ fix ^ & urn, w x. * is^t ^ j mm (w x jswij*-^ 2 -c* ^ tt 

[0 0 2 1 ] 

t ttffi ^> *° y X 9 V * * K i: L r (4 , [WM^ 1 "C^ ^ ti& «@B?'J 4 
S^y^^U^-f-KJ »tbv> 0 BB?iJ##l^£*L&m»@B?iJte, l#i~3#gO 
ATG« ^ 4 2 7#B~ 4 2 9 #g © T A G t?»T"t« * ~ y - 7"V >77l/ 

[0 0 2 2 ] 

thfiE#2 005-3031524 
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fM&smmmzft&mm, (wz.tf&&w&svwr, MttxijfvHf^ »^m, 
^ f-->^, ?u-ym, &m&jzM&.> wmt> mscM&i, mm^, mmm, m 

[0 0 2 3 ] 

, l~9 01i%©Ml§ii#l»o Haiti, KhifciithMwi* 

[ix.»t (^Oxif^v, h V , -7<7X, 77K /nAX*- 

tfzmmn (Mz-i£B-m.mi, m^mt, sts4, ims-^ <w-r*i^ 

&#0]i&Kj&CT^ft3«i:$*u JM£iftKtiig$iK fc^-t^Sk ff»k tfc 

^ \z x & imnn *m?% - 1 s & „ ^^homm \*mi&m v> h fix ^ & mrm. n 
m.n, &&m. mmitMs mwm> mmtsmm, mvm, &»m> mmm, m 

[0 0 2 4] 

*U »#«HK M3iJ^tt«> -€-LTEffli©iWWf^2£*$tL«o L#U JSS 

ftS^{im#^#*l k g&fc i?#!lx.t£$j0. l~5 0 0 ^g, fflKliUlO. 1~ 
100//g, J: L < li 1 ~ 5 0 ^ ggItS4tS©^^ Lv»|EHT*4o 

[0 0 2 5] 

v 7^v>- 3_^^lJ|vi^M^MIff^MAl^pfe^A^ u 

(15!] x rai^I*]^ ^ ;v A OattMl^ T 7*- ^Bfc'> ^ 9 - 4f<7)-ffite<b, JHBJfeft c A 

[0 0 2 6] 

R7 (Ge nBank7^'r/3 >ff NM 0 2 1 6 3 4) , SALPR (GenB 

ffifE# 2005-3031524 
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ank7nr>3 >ffNM_0 16568) (G P C R 1 3 5 £: i>ffoZtLX\/*Z 0 ) 
ifcliGPRlOO (GenBank7^*r>3>ffAB_0 8 3 5 9 3) (hGP 
CR11, GPCR142t^t§jLtv>S 0 ) *ifc* r ^"ffit?*So 4*: 

[0 0 2 7] 

ij-a>^}^V^^Ofl#^#2f^o i" *3&9§WU SALPRlf; 
li-eo^^V^yf-K^ilS^U JRAPIp ^tilflifUi-^) 

i; y^feSrH-ftfS fe<0t?*a o £fc> S A L P R 4 V ^-7° 

ji 4 {ifflffjlJ-t flMB *^ft S 4:*5fe1- Sit &X # & 0 

[ 0 0 2 8] 

iit, fflt S S A L P R I WJ Kfi, ®* ?><2rftIO# 

ftfc J: *9#& i bffX&, W&WT S AL P R£=J- K-f * * V^-^ K (G e n B a 
n k T^-tr y v a >ffNM_0 1 6 5 6 8) *m^XQ;&<D3kfc=?-3L^m^&\ZZL <9 li 

KWU SALPR^Ii^^ W?* KfrMMmxWW-fZ> Z\ LteXo XWM~$~%> h ifiX 
[0 0 2 9] 

mr, aWS^X^Kj^ftfcov^T, i WfKitttS AL P R fflt^^Cov^t 
[ 0 0 3 0] 

MiB<7)S AL P R£=f- Kta^V^^ V*?- KW\ S ALPR*3- K-f-SIRlK # 

tPR5fe§tL4 < . m kmm^ 3 xm-ztizMmmfr b % & v 

* F £ £ fc 3&»T? § £ o Wfm^r 3 xm $ *l* MIB*" U * * V * f" K (4, @£^iJ#^- 4 

"CftS tL4 75 / BME?!ja» 5.&iSALPRt3-Kt4. 
[ 0 0 3 1 ] 

lulB7BK«^^ffl$tL^7°9^ 5 Ktt, SALPR^n- K-f£ J* ^ urj-f- K& 
[ 0 0 3 2 ] 

tfc, IfrlBJBJMEiWfcfc, SALPR&3- K?-a* 0 V#* l/**- Kfc-£trR«K #K 
<n>i&x^^^wmk®-xlb2> £. fc 'fc-ei S L, ^^v>(±, SALPR^HSUv^ 

mtiE# 2005-3031524 



#H 2004-368509 



10/ 



[0 0 3 3 ] 

scherichia coli JM10 9*) tfcltWM ($Jx.tf S a c c h a r o 
myces cerevisiae W3 0 3ft) , &&VM4, <&£n^i$*«^ Mx.(f 
(WxifCHOtt, HEK-2 9 316, f^iiCOStt) £Jz\*&&mM 
(M x.(lBmN 4 IBIS) £ W & £ fc § & o 
[0 0 3 4] 

4 <2r^n^ltffB§&?t^^ ^-t ttl±, ^jttf^MKttLTtt, pUC, pTV, 
p GEX, pKK, t fclip T r c H i s * ; ifH^Ltti, p EMBLYifciipY 
E S 2 * ; C HOtt, H E K - 2 9 3 ilFCOS fflfl&KitLT tt, p c D N A 3 

, pMAMneoitSpBabe Pu r ; BmN4«(^UIi, *^f3i# 
(BmNPV) (7)^'jAFr/^D^-^-^ft^^^^- («x.lfpB 
K 2 8 3) imf & ^ fc5&*t?S ^>o 
[0 0 3 5] 

SALPR^tt^fflitt^ SALPR*JMfl&fc&WK3^LTV>S|Rl), #KP15e 

T-eig?aH-*ifcfcJ: i: U &&W4. it^M^ SALPRSr^ 

- KtSRNAiffiXU S A L P R ©Ha^tlft^T^tt S i I* i 
i: & § £ o 
[0 0 3 6 ] 

ifc, S A L P R ^^ttS^it:«fflt^»III^ft «£«MCUSA 

l p r *5&3S-r&«iife*iR#L^^ mih*^ < ftaw^fc^arr * - k 4 •? # 

Kh«^o »©«#tSa-Clt ^U^i^^v^^f- Wx.tfPo t t e r 
-Elvehi emfl^Vt'ff-) "TMBIII&fcflP U*?"#^ 7-';>W^/-l 
hn> (Kinematic att) &~4«?$U jWafe ■* * *iv^li, 
7 1/ > -f- ^ V * * ^T*inE L * si* <b iffl y Xfrfr h MM £RltB£« ZtK£Z> » & if 

[0 0 3 7] 

2r&T?f4, S A L P R % L < 14 WRMWmft &*t>%, SALPRmt«l 

m^) , tfzummmm sALPRmnw ^ji^-eia 

o 

[0 0 3 8] 

^5&9ICJ:a^^y-->^feK^v>x:t±, »WSALPR}:#Ifi5i: 

m^-r zfr&frzwi^&jj&t. s a l p r KmmMm^-t a t fc k j: o & c sauna 

AMP4JS, mBft c GMP&J&, -f / v h mfcWtXM&ik> MBB 

ft® p Hgg^ mfl&n 9 V'1?K<D V c-f osfeitFc-j un Olf2»l3i> 

[0 0 3 9] 

J: * ^ ^ 'J - - > ^ffit* v>tli, fliifSALPR^K teTttrMMli 
^■4 „ »%Sf «:»ttS^ SALPRR< (itulBlfflMil^^ li 

itm» . ^mt/S^is^-r * ^s^^^t* - fc k 4 <9 , salpr cwt^t 

[0 0 4 0] 

Afrftfctt, fttf^ST^ 4 t>^m%K^TC0^#T^*5V^T> SALPR 
t L < (4-ifrl5^fl&miI^^^{4tfrlBlffl^t^ ItLf:^i(7)'J K (-r^^b*>, 
v > - 3 ) & $ mta^#T C^tt*SALPR"bL< (4|trl5lfflfl&m® ^ S 7t (4 
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tufEM KM"? % Ht)ie5c^ 'J if y Y<Dmmi^*. * &M-t * £ t K X «9 , SALPRC 

*>t>, mZMLWimW. S A L P R fc*J"*-*«A*flHi&i tzl±Wmir&Ml3 

Kit, %Uft*KiHf*ETt*tt* SALPRfcL< l±ffi1BffiJfeJK]i!!5»$ ^(±HirI5»^M 

1- * ^as y # y k <t>#h stilt i=r* k** t r , t * it a itr fB# m 

[0 0 4 1 ] 

■JfmRfc£.2>7,? <J -->^&^i3^-C\ SALPR&L< {ifrSBSfflfl&flSlli^t it 

mmmm~nir2> mm^mv ify Kw#*»jBf^**jfc«ti-4»^twtt, ttrtB^v 

flUtf^ [ 3 H] . C 1 4 C] . L 1 2 5 I] , [ 3 5 S] ftif*fflv>iii:#i?S4o 
iN-K B O D I P Y & if^IV^ r t^t l^o MI ^ ltli;Vy 7 x 'J ;v~> 
[0 0 4 2] 

tOi^i:, sfcl&lBfcJ:*;**' i ;-->^7j^^^3V^T. S A L P R L < ii buI3« 

, s a l p r Ktt-r a s^t^m * tz imm-rz \mt>h -r* jrv-->r-t&z.b 

[0 0 4 3] 

* 5/ y - 3 ) £ Mi $ ttf IB#&# T ^ »t £ TifrffiM CMt5 ftrfB^ 'J if >K© 
#HStili!^M * Jfc«fc U $ ib , tufB*#T £ tt ^ muIB^^ U ^ > F <7>#5eO|ffi MM 

[0 0 4 4] 

«HBS8#K*v>r»±, if warn u ^fajwjfitw#4tL4s##*^LTjfflflgpwjR 
stt * ^r-r a »im * > s a l p r cMt^it^fit ^fti t lt mnt &zt& 

[0 0 4 5] 

-tj, iffia^^^v^T. *fris^H^& ^ ify vk<z>ti&im.m-t& %<o<o, mmm 

tffitt^f L * V'ttlfcft ft * > S A L P R A* jqNW"*-* m% t LTMt ^ £ 

t § a o 

[0 0 4 6] 

^CiS^^'J -->^^»±, «IJfiJW«fcMttfc LT. fiJ£^T-r-;vmv^ 9- 

•tfoi&ttttnw * jfilffli- & £ fc j: o ■cuitt sit 7&*t? # a 0 

[0 0 4 7] 

^ ©lf©^ ^ V - - > ft £ *s v> -c i;J\ « x. if 7 r- ^ 9 - ^fco-ffitt-fb t «t 

o-CJWI&fit^ria'*-* c AMP *^*I©^ftT?ii5&-rtLtf J: < , S A L P R 

ALPRi^iv v&ti&-t&z.ttejL ^^^mun^iri-^m, -t%t>%^ s 

ALP RO5Wfl&#J»att<0— o-e*S 7f-JHy^ 9 -4f 0®ttWHW4rflIffli-* ^ ©T? 
*#»tl±, SALPR(:^'J*">K^t^i> SALPRKWCUV^ 
r 5 V -C-o-C^SG i 7 r 5 'J 7f- 
, «USfi»'^*$tL*-9-'f ^ U y * AMP (c AMP : 7f-;Hy^ 9-* tJ: «9 AT 

ffi|iE#2 005-3031524 
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[0 0 4 8] 

MilfSALPR^WltcM »HL<lt S A L P R fc^tf&i^* ^ - *m 

x Lmm K%m) Ltzm%W]m&mm& m x. \% h e k - 2 93 m & l < « c h om 

) (;7f-;vfy^ 9 - -tf <75 i§M£lJ Mxif7t;M3 , J>' (FSK) ] ^^1}^^ t 
^ O c A M P <D Wk& 5& s -h#-t & o 

[0 0 4 9] 

r^-jvmv^ 9-^ffe14^iJ*^5in1-*l^^> S AL P RO^i'J K*Sn 

x. & t % 7f- ;viv ^ 9 - -trv^tt-fk^J k m -r & mz<o r r=- ;viv 79- *t?v§f»si 

T^ir^Jt^T, cAMP^SIWt^o tot, S^t-ffiMI-^^ffl^^-r^^ 
®£7>7 0 Flr&m&teli, Z<DX? V -->^t?S AL P R KM^ & ^B.?> V 

[ 0 0 5 0] 

^mmtM . s a l p r 0^ v *r > k\ is x m&wiWA *7s*v——y ymmw. izmtn 

1r& tx^o T7*-)VM*y? y m^^MLtzm^-Kit^x , ify 

[0 0 5 1 ] 

*HJ3&rtc AMPiSriWie-f S^fet LtTii. 7 ^l>^\ $)x.ii" 

flOcAMPtl^r^ h^^ffl-T^-t 
[0 0 5 2] 

®l<DmWi<DX? V -->^&^jsv>Tii, S AL P RfcttM-tK-ma (ffj 

L<«> SALPR£#trfm^*-£*AL»mf§iji) L, L#>k, cAMP)S§ 
ge^ij (CRE) 75*5' Ji-^tcfig-r^ V^-^-ilfST- (M^{fr;v* U 7 r ^~ 
-Hm-f5^-> ^y7x5-bm& ^ - * 7 * * v - -tf Mitt, -YuV?? ^--Ifitfe 
^ y-n^A-7 i-3-JV7-tf;V h 7 > 7> "7 ^ 7 — -tf itfST-, ^—Zify? -ff 
itfST-^, IfcliGFP (Green Fluorescent Protein) 

^fflv^iiCJ:^ S AL P R^M1"^^^^Jit ?zl±nmir 2>MJj*m 
MLXX? i)~=-yr-f&ZtffX*£&o zcoWMte, m$.<D c AMP©4iWtS 

t ^it*, iff ibt> * u - - y rmmm Kmx §ti-cv^cRE*7*n*-^ - k# 

[0 0 5 3] 

KT> itufBi^- S ALP RKttir&m$L*femttzimmir2>-m-£) RESULT 
-t£t>*>, |u|B7>^ V -">7""ffl0B&^SA$^TV^ C REi±, fffiJEl*!^ c AM P O 

ztj£^ s ±#i-^> t^ii^/cmi-'SatfsT-^ ( c amp mm^Mitt) <Dmwmnm$ttz& 
k) *x?v--y?'mmmb~ffiijttir2>t, ittfl^c amp<7>?ju^±:P?.l, -e^^ 

li N V - * - itf£T-H% t L*® £ &fifc L S«i(:fi*t^H 
[0 0 5 4] 

£ fc, r f-^iv^ ^--vffimkmzmnnlrzm^ sal pr«-j K^Jn 
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- <7> Mttwt u & m - * 7t . t lt, 7f-;Hv^7- vm&ftffl * m&&5- l 

[0 0 5 5 ] 

■tffiHfrf isM > salprM'j#>f, tfttifcto Jf £ * ^ y - - > ?"J1 flung « 

[0 0 5 6 ] 

& 1 1 a*-*? # a o « x. * * y - - y rmmm salpr £«]iii± 

Lfri>, CRE^5' ifiCfitt^ ^JF-^-ftfc^*^-* - &»!!&) £fl§ 
^^ItflB^mt^LT, 3>hn-;vffl« (W£lfCRE#5' JilCtlt^V^ 
-^-*fef^tt4iO«, S AL P R£3MJig±K#^LTV>&V^BJ&) SrfflV^T 
|WJ*coKIt^»1-^o «riE«E»»ftt i&ftffl**, SALPRW^^ 

- m^nm^^mA k. m l t m t stimuli swowlt, kt iami^% sc k <t a # 
i-o-^nit?wf-^ at^f-sw (omm. chlts** sialism s *l * „ 

[0 0 5 7] 

iLftlitLtti, jEHroSMfofclS'bl*, itf5ttom^^;vi&^ (fflx-OTM^^^-e 

fe^ob/obv^A, db/dbv->^4if) **^&£lfr»^fc *v> 0 WfcWftO 

, Mjumwm, st, hwsw, scef^ ffJL<(«THsa 

[0 0 5 8] 

atMtt (m x. if *h^i*jo * o^^t^ r 7 s - ;^^-> iftDm^k. c a 

MP41 «ficGMP4^ «)Emfe^'fb> «JEi£ 

B p HSEft, «Hfl&f*3 ^ >'i*K<0 y c-fos^Cc-jun Wlf S'Stt, T 

9 ^ k ymm%m if) * * <*> ^> - 1 i s 0 

[ 0 0 5 9 ] 

R7 (GenBank7nr/3 >ffNM_0 21634) > SALPR (GenB 

tB|iE# 2005-3031524 
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ank7Hr>3 >ffNM_0 16568) (GPCR135 h tLTV^ c ) 

i^liGPRl 00 (G e nB a n kT^'r/a >ff AB_0 8 3 5 9 3) (hGP 
CR1U GPCR 1 4 2 £1>ffc3*LTV>So ) * ^^fffltS i i: aWf^"*?* & 0 i 

# t $ *L1% M x. if V =7 * V > - 3 S tt^fi g 4 * V ^ 7°^ K , M 

[0 0 6 0] 

SIT, *WJW»^*v^ft±^ ^:%HJ^$ff tv>— «fc U, S AL P Rtttfflti^^ 

^ KKttifeWKfcffcfli ifflWJ«ft^asi-^ c j- i > still ^#m^r±i 

[0 0 6 1 ] 

iit, ^f&Wt-ieffl't* S AL PRt ^{i-g-O^^V^T 9 -?- Kii> fa* (Ofeftoyfi 
Z.hiPX~%, m$L\t S AL P R*3 - K-t^^V ^ * F (G e n B a 

ak7^r>3 yffNM_0 1 6 5 6 8) Srfflv^T&ftJOX^f-X^fl&^k: £ Oil 

h^-eiSc Sfcfc^ »U©«8#tzifLtf, SALPR©WM^f 

[0 0 6 2] 

;TUf#&~|?g;g£tL&^ 0 SALPR^n- Ki-S^U * ? V*?- KfcatSfclf ±*Hfl&fc*!C 
AL, t#^^/c^®^#^^^liaTO^^#T"e^*L, JlS^W^^ifiiOf 

ilt^itHJ: «?PIH-&£ fc^fiio tfrSB^fl-JII* J:0'»*^ftfc Ltli, ^flxfi" 
[0 0 6 3] 

fE©SALPR^3- S A L P R * a- K-*SIR!K # 

T3ft;S*L&T5 / W^^^SALPR^n- K-f*o 
[0 0 6 4] 

tfffa^K^m^«ffl$tL^-7°7^5 K»±, SALPR^n- K-TS^U * * V*?- K* 
[0 0 6 5] 

lrf2«lS^#^. SALPR*3-K-r4^';x^V*f-K*#trRfJ, #K 

WftM t ^ if * ^ i t ^ t IS L, *Sv>tt, SALPRt56SU^4 

v^g^m#-e*4^^'fc-e#4o 011 AiflirSB 79*5 Ki:i»), & 
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[0 0 6 6 ] 

scherichia coli JM10 9*) S (MxJf S a c c h a r o 

myces cerevisiae W3 0 3ft) , ^^V^t <2r£nc9:it#M, fllxJf 

mnm (m x-isxho h e k - 2 9 3 mb. ttzitcos mm) t £ i± jemu 

(#!) x. if B m N 4 ,«) W^^t # & 0 
[0 0 6 7 ] 

t teftwrnmrnji^? 1 Ltit i?!ix.{f^iim^MLTt±, puc, p tv, 

pGEX. p KK\ ifelipTrcHist; HW-*!- LT fi, pEMBLYf /clip Y 
E S 2 £ ; CHOM. HE K- 2 9 3 JitfC O S»C^L"C(i, pcDNA3 

, pMAMneot/;apBabe Pu r ot ; BmN4»ISl:^LTIi, 
^#^7^;l/^ (BmNPV) <Dtf V ^ K V > ^n^E- * - *? - (1?0xJfpB 

K 2 8 3 ) & i 1 3&*T? £ & o 

[0 0 6 8] 

S ALPR^-^*1-^lffliati, S A L P R ^«llffi CIII LT Pfi i), *&fcfS&j£ 

^ v^-f- F^^-tfy^^ 5 KT^®ism£*L£*H)&) s al p R<D§kmamm%#!VF 

T-?i&mir& c: t £ J; 19#& £ J: £ Tr§ & L, *£v»W: % ShI&M^ SAL PR* 3 
- K-f-SRNAfc&AU S A L P R^M^i^MTX^tt^ - 1 1: i 

t i> -e § & o 

[0 0 6 9] 

S AL P R*#*-r^^Hj!^«jl1-^|ffliam®^fi^ «x.tf*P^iaSSA 

l p r zmji-tzmmztmLtz^ mmm^ < ^-t M^^i-a - 1 k ± <9 # 

SiH^iSo ill^WMtLttt, $|xJf*^^-?--f -if- («x.lfP o t t e r 
-Elvehi e raM^^v^-f if-) L»1-7j#^ 7-r/^*7»^^ 

fctttf'J Fn> (Ki nema t i c att) jSWtfe ^ J: * 

i £ 3&»-c § £ 0 S 7t , ttl^MJS tLXlt, i£ if 3t^# t J: * £-®v£, 

[0 0 7 0] 

SALPRCMt^, ^fPJ^ tz\tW>-f 7s >7 'J - - > ^ 

#ft-T?{4, S A L P R & L < t± Otfcfc*^ SALPRMtSMil 
% *fc{±HfrBE*Bfl& SALPRmt^tt) ifflv^it^tlJ 

o 

[0 0 7 1 ] 

£ ^l&^lci^x^ V-->^fe^j3V>T{4 > flWSALPRCtlWC 
It^-T & * fl^ * ^fe t> S A L P R ^it^J;i9^C^ ffljfa 

AMP4S> ttrtcGMP4^ y ~> h-^U >J3&5g£j£, *fflfl&II*ifcaMk SfflJJ&IBI 
t&& p H^ffc> jBBJ3&f*i * ys?? >S.(D »; c-fosiiCc-jun offSvf 14, 

[0 0 7 2] 

# £ « I5« > * «M S -€\ SALPR£L< \fffi%m®Mmfr t fz \t 

mmmm t „ w^^w^-t & * ^ -r * 1 1 \z a *) , salprwhi 

[0 0 7 3 ] 

*#:fi<Jt3(i. «%K^ftT*5 i r/«tJK»TO^#T^^v^T, S A L P R 

-> > - 3 ) t * ®M $ «TIB*#T fc*3tj-*SALPR*>L< tt BU BjWIfilltll^ * tz It 

miE# 2005-3031524 



mm 2004-368509 



^-v: 16/ 



wm®m~tt-t zmzjimv i$y vomm^^-m^itm-r^ ^ t k x o , salpri: 

Mi- & « £ it in £ t±*^"t & IB* k BB *> 1* * * v - - > {ft & - # * o i- 4 
;b*>, MfB*£i£M^\ S AL P RfcW^S^SriiinSfettW^*!!***"^**^ 
fct±, *KW«^^ETJ'*»t* SALPRU< {ifj|5ffliyilf^f fcteltrfBMK** 

[0 0 7 4] 

#5&93 J: * * * V --'/^ffii:$v»"C, SALPR&L< UMWMl&WMfr^tzte 

mmmmznt&mm^v i?y vo^m&o^m^ it^-t wm?zmv ify 

[ 3 H] , L 1 4 C] „ L 1 2 5 I] > [ 3 5 S] 4iftfflv»4£i:i»-eg4, 
fufBHSIt Ltit fOx.ff p-J?y{? h 7i^'J7^77^€, 

K BODIPY4^Iv^£J:^iJ„^SiL-Cli^>7xr/, 

& £ £> tf y - T try > *m i i: & "C £ 2> o 
[ 0 0 7 5] 

^S&WKJ:*.** U-^^^^Jw^v^r; SALPR&L< {iitffBIHUJS, 

, s a l p r K*j-t- « * *tf in * n * IB* k H e> 1* * * 'J - - y ?t & £ 

[ 0 0 7 6] 

^^hj c i & * * u - - > n& k & »t * su o iyf -e i± , mm mm^r & x xmMk 

v > - 3 ) fc * jgftfe $ fr iS#&#T J* is it & Tiui3,» &~ *f-f & tfria^^ U # >K© 

•si* * jt^-t s^M'j:^ salpr ^^-r a #m * **jn t tz \±w.&t %> mu * mm l 

[0 0 7 7] 

m&*^ir %> %mmn* . salpr KH-r %> #s£«]-r * %k t t-ci^t * ^ 

"tr § o 

[0 0 7 8] 

tufBi^^isv^-r. itrismt^v^^ Kfcoi&^*ia*-*-& ^>o^. 

[0 0 7 9] 

*&mKx&x? y-->jr-%m** mmmm&t l-c, «ii.tf7f-^^9- 

4f wfiHtftliW 4r5pJffl-f * -tCic T#y&-t Sit ^"C i * 0 
[0 0 8 0] 

ctlJ6fii:4tt5 c AMP £<&£n0^j£T-M5e-f-*lt£ * < , S A L PRW^M 

ALPRi:^yf>W^t^;fc(:j: •j&cajWJSrtv^^feai, i"^^*>. s 
A L P R<0jffllft3raaM&tetf>— ot?ab^ 7f-;*> ^ ^-^o^'&^U'lrfiJffl-ra 6 05 -c 
*4o SALPRi:^I'J*"> W-^tl-t, SALPR^LTV^ 

>;^S7 7 ^ U -co— o-eab-2> G i77?'J -7$*\ 7f-^t'>^ 9 --ff^rWM L 
. iBHJ&ftlw£j&3*L£*M* V ^AMP (c AMP : 7f-Mv^7-€t:J: UT 

mtE# 2005-3031524 
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[0 0 8 1] 

faxJfSALPR^mifLh^ijl (SP£L<W\ S A L P R fc^trHUt^ 9 - *a» 
AL»J^JJl) L7tBi?L»S5ltlffl^ (0Hx.WTHEK- 2 9 L < liCHOlffi 

) (;7f^)Vi-/^ [Wx.lf7*^3T/ (FSK) ] &«i-f£t 

, ttfi(?)cAMP<7)I^W^o 
[0 0 8 2] 

s , r 7*- ;viv * 7 - -*£ mmtM £ 8sinf & B£ k > s a l p r £>?e^ y # > k * *n 

tin x. , M V 2T > V&*§kW CUSALPR fctfsfll LT4 C & T f - ^Bfc'> * 7 

H*** V --yy-t&Wi&fcit^ Z.<DX? 'J--yWSALPRWtS»'J 
[0 0 8 3 ] 

-trffi'frffc^k S A L P R £>3^ V 7T > b\ £ i U^ftK * * * U - - V ^JBSffiflS fc«flD 

Sr^ft * W Jt fc- LtlKf § * o 
[0 0 8 4] 

[0 0 8 5] 

gl|W^#<O^^U-->'^fet*^ri±, ^Ox.if S ALPR&mSUiK-flil (ff^ 
L<{±. SALPR*#trS&^**-*SAL«Sill£5SS) U cAMPJ&t 
Mfi^iJ (CRE) rt*5' ±«IE V^-^-aHS^ Wx.(J7;v*'J7*^7 7^- 

itfST-^. ifcliGFP (Green Fluorescent Protein) ^ W 

&yt?>s*?Mmttm *-&n-t&mm (j^t> r7 7'j--7m«j t#-r&^ 
t *<om&> "Wia^ ^ v - - y ymmm~mx §tttv>4CREt7 , n«-^ 

[0 0 8 6] 

■f-£fr*>> HufB^^V-->'^ffim^SA$tLTV^CRE(i. ttrt^c AMPO 

mm*^? %> t &m*%M"r & (camp <n&w-mmm.m \z& 

K) *A?V--y-7I%Mmfcmim-t2>£, fflBPW c AMP<7>?H]^±#U ^COIS^: 
.CRE ©THE * -Mfc=?-<Dm%-a:ti t imrZ> o V*"- * -itfz^MJ 

ousts ii> v * t EU& b*®^ l & #& 

[0 0 8 7] 

tfJSEJff 2005-3031524 
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km 7L , mttm v if y Yifi^mn cj:jsalpr k^m Lt4i:^7f- ;vm v ? 9 

- o igtyqiffll & j|3 c 4 f z t> , h L t N 7f- ~> ^ 9 - ^ffil^hSiJ * L 
mZ^ir&mW:**? V --yjflr&Wi&Kli, Z.<DX? V -=->7"&X, SALPRC 

[0 0 8 8] 

■HfiHHfcffl , S A L P R <7>?c& 'J tT > K, is J; mi^f 4- ^ * V - - > ?*JEM «2JP 
[0 0 8 9] 

J: * ftffl #\ S A L P R t~*j"f * ^ L fcffcjfl "C* £ tt , 1W 

ciiiL> crews' ±mz&Wi't&i'#- * &mm) *m 

^tzWUU.Wit&ft LT, 3>hn-^Mffl|g (ii(fCRE^5' ilCtft^V^ 
-^-jtCTSr^'t* SALPR*«UfeWU:KI&3SL-CV>&v*jWIJj&) £fflv>T 

raatottift * nifei- a o HuiaM^K x & ftm salpr km-t & m& 

[0 0 9 0] 

Wfiatii, 1?!);L(£itlMl*k Ml*k £T> IJSfi> fcitf^ it Mr fa n Ml*U 
[ 0 0 9 1 ] 

> tt^ifflia) wuii, iNBj& («^tJ, mmmm, mmmm %m±m, mmttzm^m 

KtV ^ 7° V 9 ^9 0 - S:*t»f * C 1 3&»T? # & o 
[0 0 9 2] 

sfcS&K©.** U S AL P R 6 t < (ifufB»IEli^ iir^t>%, S 

a l p r * mmmmfr) , t tz \mwm%> salpr s ib 

fflfE# 2005-3031524 
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9 * -> y - 3 „ #Niffto u 9 * v >- - 3 , m&jxmmmmm, & x n/ 1 tz \tm&mwtm 

[0 0 9 3] 

i±, flfE* ? V - - > ? Hi> SALPR£L< 5±Ii|fSIHM®^f tt 

m U # > K> & <£ 1 tz f± #4tRJ&m * tr t £ S o 
[0 0 9 4] 

<d w<ow&<r> * 9 v - - > v y it , salpr^ ,mh± K&m (.u t l < 

14. S ALPR*^trS&^**-£#ALT««i::5&m) U L^^>, cAMPffl 
?|J (CRE) **5' ^fSl*J:«9 

ttlbgiJ WiifFSK) , V ify h\ * 4 W/ 4 tt«^5U£ffl««ifc*:'£tr - fc ^ 

[ 0 0 9 5] 

^^hj!<7? $ ib ^gu^mo* ^'j-->^^nt s a l p r *Mmm± Kmm csp 

iL<l±, S AL P R£^-fr3lii^ ^-*SALT»J^^|t) U Ltf*&> cAMP 
IS^BB^I (CRE) ^5' iattcttflt-tS V^-^-itfS^^^i-^Mi:. CRE# 
5' ±ffiKteet-&V#-*~*W*^*^& &Otf>, SALPRSrjMBiajlLh^l^L 

^fttt^J (WxIfFSK) , ^±a p /*fc{itt#R(Sfflj»«ift«:-g'tri t^^o 
[0 0 9 6] 

? i; - - > jjr^ffin 4 «9 # *l**MM& Jt 4 fi^-o^fi. ( *> L < t4Jdfc) SHfiif £ 
* W&ffih tfeH-r * MW^, ttfiPSJ 43 If&ffib KfeH * 5^ 

m^rnm, v 7^v>- 3 *^t±'j >- 3 *n- ki-£*°v * ? v-^^ k^hkt^ 
m WTL&ffi*. mm ^w^miju^Li^m^Ltzmik (fctaa&m) & aw/tit 

safe* (ix.ifftttiffi'jyvf, ^*ttxyfvi.-7^, nmm, m$.m 

v^, ^n->jp|, IT®^^ ISftlf^, iO^lfife, liVflife, *3!t^te* 

^s&if) , */sj±i^^^— ft»tc«*^ft (^x.i«iis> mmmm«, ^->-->^, 

[0 0 9 7] 

mmn (mai«^ ttrt^^ &t^#. eu§^s «^#) ov^-rtt^ota: 
4WtMt^it^i^„ tot, ^w<vx?v~->y'ft'&fc£ 1 owbtiz>®. 

ii-y"^ jum ^ M4^iJ ^ tfe^J ^ * * v> 14 n ^ TTffl^ J: * jgpffl, 4 tt ^It^iJ , jS?S#J 

{±J|E# 2005-3031524 
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„ yF<7$t, ryfy, -t£9?->, XT-TV vWL~*7**s? ^> ^f;Hr;vn-^, 

[ 0 0 9 8] 

ttjfc, »JottK> ,fc#tf>*fcJK> -g-L-CEW^JBfte^^tLSo L^L. S6 

S^t4f 1 k g*/; ^ilfft 1 ■ 0- 1, 5 0 0 // g. L< ttfc 1 

0- 5 0 0 /. ggS^4t-£roWflv>(ll-C*5o 

[0 0 9 9] 

U 2 ± '> > ~ 3 <Dffi&* MM± & Tf*<Dtiim 

iwi *° u ^ 7° f- f ) ^ ^14 & m.m-t & m % ^ & tt if „ « ± %mm & ws±i umm * m 

#tKW s tl^ofi-e, U 7^r^>- 3 <D§£%L*m.W1-& i>Oli^ U 7 * v > - 3 
<7>in vivo, ex vivo^itFin vitro £ £ & S «JfP & «£ Wl 

§ & o 

[0 10 0] 

DNA^, i; 7^v>- 3 ^3- K-r^^Se^'J^^I"^ 2*#IRNA (smal 1 i 
n t e r f e r i n g RNA ; s i RNA) , V W^f'J 9 v > - 3 <D%M* Ifi 
#1-^,^(7), &&V>lii; ^v^- 3 Officii* >^*SI> 

[o i o 1 3 

ry^-^yy. mmtm mmi^^m * nm-t %> mm t l x a, ( 1 ) 3 mum: k £ 

& 1&^m%$Vm, ( 2 ) RNA^'J^7-fel:i*?i«$ ft* J^flflft 0H* * - 
fc^-f/V 7 Fiii:«lE¥»U, (3) WORNA^M^'J^ 
^tS^M 1 . (4) >f > h n>-:r.^y y^^jijstt*^:/ 1 ; v V^J&K £ 2> X7°y 

jtyyrmm, (5) ^^^vv-AWfi^Myj^ wwa^^-> 

> ^jqifflk ( 6 ) mRNAt^^yj^ F« i & , m R N A 0««^0#tr*W 0 

. ( 7 ) ^ ^ 7 tr > ^fitfi £ 7c i± *° <; A#sn W <^^^ ?* v y k^j^; ^» ^ ^7 -r 
y mm, ( 8 ) mmmi^mi-m^m t <d^a y u ? f« t i & mmmt&nm, ( 9 

) 1; ^V-A;j§-£-Mii:<D/W ^-i; 7 F^^i^TOWJ, (10) mRNAIlRft 
t tz \± U V - A It^ii h (D^ y 'J v KM; ^ i ^ ^ -7°^ F#Icr)#SfW, ( 

1 1 ) mm i:iesoffisftffl» t ^ ■/ y ^ k^jk ^ * * jfife^^^ww**^^ e> 

^ffk m^b^lWlA, pp. 319-347 ( 1 9 9 3 ) ) o 
[0102] 

*l&19i:mt 4 'J 7^ v ^ - 3 07 >f * ±^<7) (1) ~ (11) <^>^ 
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tt-?,^t*wfj:v> 0 z<D x i ^ry^-ty^mmn, >ptz (Hi 5b p n 

IKtilOObp ELL, SfeKff4L<li 5 0 0 bp m±-e& , ®Ht 3 0 0 0 bpl 
1*1, »i L < it 2 0 0 0 b P mi*k J; | 5$fit<(il000b p L, &i$ 

jftCTOte^^^fflW L-CSf £ L < (i 9 0 %ELL, J; 19 i£ L <fi 9 5 %&>±m 

ztDx^ftTyT-tyxmm*, v 7^y>- 3 (Dmnm^^K, ***n 

ft^-Ffe (Stein (1988) Nucleic Acids Res. 1 
6 1 3 2 0 9 - 2 1) mzi. t^tl^o 
[0 10 3] 

U Aia, R N A £MJ&55- "T £ ^0»T^ «9 , ^l<7-y'J sj?-tfV A 

(large r i b o z yme) Si V s 7* ■=& — ;V U ^"-f -Y A (small liboy 
me) tc^«$tL^ 0 #if>f -Mi, «0'J >m^^"r^jj§^«:^DWf U 

1:5' - V 3 * - Kn^r*/^afe*RJEffljffi^3!|-rai3pfC*«o 7-y'J aj?if>f A 

ti> (1) FT S *yyfc£& 5' -7 y°9 4 *«S&-ce> h 9 yx^x xMLKfS* 

lr^^^V-^H>hD>RNA, (2) 9V7y h*3&*i&4— SPffRJEKJ: «J 
X^7^» ^=Ht& 9 ^IH>hn>RNA, & J: ( 3 ) iraJteWSKtS K £ 

StRNAfI#t5' ffi-ei2J®rt& U * VT-^PORNAjftdfrfc^SHSiKSo 
tUCfcJ-LT, X^-^'JWAIi, Jfc«»/h$a#jt*tt (4 0bpgj£) -e*«9. R 
NA£$J»fLT, 5' -tKDJfyiHH' -3' WW) >Wt*&. C $ *S 0 X^E-;V 
'J^fUCB, ^>t-A7FI (Ko i zumi et al. (1988) F 
EBS Lett. 2 2 8: 2 2 5) , A7f>I (Buzayan ( 1 9 8 6 ) 
Nature 323: 349; Kikuchi and Sasaki (19 
92) Nucleic Acids Res. 19: 6751; (19 9 

2) ft&h&Ma 3 0: 112) S&<QV&*f't AiP&tti&o 'J**f-fA(i, Ej&Jg&J: 

^^^^^^to^^efc^^^-e* *> , ffl£^y w-f a <D&nm&B*i&m 
swaa < o r n Ase^ij fc mnm tzzx^ Kmt-r & t t k j: d > kwrna ^om^iB 

^iJUC, UUtfcttUAfcBWL-CSJHr*"*^ W-^y FI'JWA^ii^t 
^ (Koizumi et al. (1988) FEBS Lett. 228: 

2 2 5; /jN*.f£43 X XJ^M^ ( 1 9 9 0) IfiffWi3 5 : 2 191; 
Koizumi et al. (1989) Nucleic Acids Res 

1 7: 7 0 5 9) o ATlf'/SO'JWAWCi, 42tfn©2rifcfc:fl£o TtSfctf 
, mT&tfvSm-e&Z (Kikuchi and Sasaki (1992) Nucl 
eic Acids Res. 19: 6751; IW (1 9 9 2) ft&kSLm 

3 0: 1 1 2 ) o 
[0 10 4] 

*ztw k&m -t&r mwL& x xi y ^4 a \t , mmn k. & »t & mtt<Dm% 

fcfflfli-t&fca&fc, Hn^^w, TfV^^^x, 7^vpi#<>-f -f;v* 
fiSfcO^*-, y *°V-A#£^!]fflL£^-f ;VJ*^ , ifclinaked DN 
AHtex v i vofttfciii n v i v oSl^ f IfSfMCl^^CHt^ 

fester** a a*, mm$^mztin&m$tm&Lxmm&m)&mt lt^v^c 

[0 10 5] 

1 9 9 8^£, j^A^i5V^TRNA|Wl±^EL^V>i!)#^^^3Ea* (RNAfi) d* 
WLWk^fltz (Fire et al. (1998) Nature 3 9 1 : 806 
-l l) o RNATiili, z*i©AIRNA^»:fAtl>it(:j;^ 1*1 Cia^ 
WM*^~t2> RNA#*#fl|3*L£K*fc"C*;& 0 ^O^^W^t- i !9> RNAfif©RN 
AWH'^V^l*^ WI*#^mRNA©iH, > 9 t> 4 JU 

< (Dmtt^^WM-f&tztbVy-frb IT, r*iRNA (small i n t e 

•ttJlE#2 005-3031524 
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r f e r i n g RNA ; s i RNA) #mm £ fiXiB Y) , Ifsac^lRHflMK^Of&K 
WHWI* s i RNASr/Bv^Tfrfc? i ^ J: «9 ?Pi& • ^Bfrl-S^MSfclfcftS *itv»4 

o^S&WcOs iRNAfi, 'J9^'»-30mRNAW*EttJR^ #K|5g5e£ 
tL^V^ 0 s i RNAfi, IWm R N A ©IB^J idtt ^ -fe > Xlfe J:O f T>?"fe ^ 

•? . ^4<fcil 0-H*&*fl&mRNAfcHC4H3fe4t?<o* * Wf- Fft 
m^olfiLdt 1 5-75i, £V)mtL<l± 18-50 fiU Sfcfciift L< f± 
2 0 ~ 2 5m<D% ? U*?- Kftt?** 0 V v^z/y- 3 <D§km*$9M~$-2>fztblz > siR 
NA{i^<DMiayiIt:iAt^it^^ 0 WxHTs iRNA^iMl>-* 
CO R N Aijt!r> — ^il± 3 - K"t£ D N A SrSfeff- U iDNAM^^^-CW 
ISItiM^^ ^ - f KtL, s i RNA^A7K°yfi^tt^r*iRN 
A t LtiJfefi^I?'*!. i t^Tl ^>o r- 5^7i?'>3 lj«pjRfiSfc s iR 

NA£H&1-£7°9* 5 KI&S^^ ^-4Ktt-$fLTV>a (ix.(fRNA i - R e a d y 

pSIREN Vector, RNAi-Ready pSIREN-Re t roQ 
Vector (BD Biosciences C 1 o n t e c h|i) ) c s i R N A <D 
:^^iS2^iJt±, WitfAmb ion website (h t t p : ///www. amb i 

on. com/techl ib/misc/siRN A finder, html) ©3 

>¥x.-?--7utr7A>%m^xmtir&Z fcj&«t?§*o *StfefitJ s iRNA£^'J-- 
y9"+&tz*><D* y h (#!lxJ£BD Knockout RNAi System (BD 

Biosciences C 1 o n t e c htt) ) ^&7n"!R£ tLT*5 U5fllffi 1116 Tab* 

o 

[0106] 

^ > *U& 0 

ttfflt* ^ y ^ n - :r-;Wft#:te, &M#ulSC:fc J: ? V - - > VmfflBk £ L 
'J5^'»-3 (i-**?*,. 'J^^i'V-S, WJ^^fK, WJ^^fK 

£ £ o ix. MfB&MiftM ^^tv) ?:^Lv O v ? * ^ Jfcft L ^ftll 
JE^ v**#tttt*BUfefc*, MM£~ft (Nature, 256, 495 (1975) 
) „ t fcltm^m%M&& ( J . I mm unol. Method, 100, 181-18 
9 ( 1 9 8 7) ) ^iv^lHi^L> ItflB^^ V y^m^Ws^m^X^^ y 

& £. J&*T? § & o 

[0 10 7] 

Ttfrfo'W K — "^fci^Sg-f aigifefc LTIt 'W^V K-^W^^Kj&LfcigM&'T?* 
*L«T i < , 04 L < itV^^y 3ft3Eft>f (Dulbecco's 
modified Eeagle's minimum essential medium 
) £ «3r ^jj&JBJfiLiAN L - * 5 >\ L - tf ;v tf ^m*3 J: m%^M (^- v V > G £ «t 

■Cfi'&d 5%C02«SE. 3 7 < Cco^#TT-^3 BlfflfT&d ifc*»T*S 0 S 
[0 10 8] 

icoi ^ ^LT#e>tL/c:it*M*:te^*coM7jc^<^ * y^fK'Vftm&zmiim 

[0 10 9] 
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a r/ f ft^7 y i^t> F i L < ii^7 y f\ 4 fc{4-g-<O^M/, 1?!lxJ4H 

unter's TiterMax™ (7t3'>tt) fc3Ufc«-frLT\ Bi?L«J% (#CS 

&) o &tfe, 2~43lMOWRS-eisi^jft'f^«rfi i v^ SIMt^o 1 ~ 2 

si n & k m%m% <d mm * tz \*>L-m a* <b m £ jm* l t javt * « r^-^iao 
•cattfi-s itta 19 Haws i i^iio 
lo 1 10] 

b, Fab\ F (ab') 2 4 fc{4 F v £W & £ t iPX § & 0 ^ttffli" aSb#"7 

<7>f* y hit, fiixifitsacioT^&Wife^'Cisty^n-t^^i^ii^y 
* n - 7" * #ft K j: \) ? y j*? Rfrffi&m (M k J4 V V y° ~> y & If) KXoX mit 

l> m^x, ?y^?n<Dftm&£mtm<Di%m^<>xn&zttfx^z>o 

[0111] 

tizsmmm-ztux. *§kmiz.w8-t&&m*. mm&mmo i/0 6 8 8 6 2t^ 

> 7 W K mm 2002-345468 *tWWm\Z&m.<D-fi& \z 4 f) i ^"C § £ 
o 4 fco t * o V 7 * v- >- 3 O^ft'ffiffli- £ - t W"C I, «x tf#HJ 2 0 0 2 
- 3 4 5 4 6 8^-HJIS#<^«f!l^IB«$tL^^ (t;?n-tW : HK4 - 1 4 
4-10) ft^lf-Si fc*»-C#*o 
[01 12] 

t -ctffi -r * *rc# &m&&} k its $ tt# %> a# t mb^ l x mm & ®jm> htmv> 

-f&Zt &X* § & o IS W £ ff # $ ti# S ffifr SE^ L T p n pMJ^% fcLtlv»4:i 

o USSUtt, t^/:l±tH«i [Mxt4#t hPifLM/ (Wx.if7v 

„ tJV, hV, "7>7^ N K ^A7^-, 7^. „ JfB&SU 

tilt, &T*£^ itli^. ©v» Wofi4igKt?S4ts i So 

#fl9fcti*l*K #-7°-fe;i^ih SS&SU «aw. *^v^i±yn -y ynmz £2>mnM, ttzlt 

(omm\im^m^bfLX\^mMm, nm.n, m&m, awiKtak mmn, mmm^tm 
, mm?u &mtL mmm, ti&n, mmmmm, mrnm, m^m^M, mmitn, 

14, f!lx.i4#LM. 7K7t, x^y 0 ^, ^tT'J^Sv^y^, j* 

V&tet^mf bii&o 
[0 113] 

ttJR#0#*l k g*fe Offll^tfjfeO. 0 1 ~3 Omg, 04 L< {4^0. 1-1 Omg 

&tzti&$ttt\*fcm' i t**^ai$ttSo ^!ix.i4^n^i4#MW^ ± £ 

[0 114] 
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*ot*mv>t \im\ tit, -&m~. mM<Dmmmm&&±v?/ttzi±£.w^ 

m±-f & &xit^vjwx$> «9 , mm& x zf/t tztemffiK&mir 2>j&§m<7)Wd~m% tzit 
^%m&t^7&x"tet&m&}~e&2>o ^mm^K^x rt^j tit, mmm, #k 

(b) mmm^m.^^, m-h, ^<Dm^^m.±, mm-t&zt ; 

( c ) mffi&tk*B$uir&zt, mmttzitm-^^M, t fzitm^m^oMm 

[0 115] 
[0 116] 

[Hife^ll 1 ] SALPR^a- Ki^JjV ^ g k±ji v<pmM 
S A L P R £ 3 - K1"£ *° V * * K©III±, SB^J#-^ 3 *L*$[8&ffi?!J £ 

ii:Lt, £lTO J; ? fcfl ofco IB^iJ#^-3 1 8 5 7i«*]-# f 7K£tLTi3 19 . SAL 
P R£n- F-f&WMlt, 36 If 7 7 0f I (14 10MM, 4 7 075/ 

tZfiX^Z (GenBank va >ffNM_0 1 6 5 6 8) 0 P 

CR (polymerase chain reaction) <£ ^ mfS^-£#^|-f ^> 
7t *6 IZ , @B^J#-^ 5 £ X V s ffi?m-W 6 "^ft $WPCR^7^fv-^ tfe fcr^ W^$£ L £ 

o 

[0 117] 

human genomic DNA (Roche D i a g o s t i c sli) 
tLt, ffi^J*-^ 5 43 i ^l^lff 6 bft&P CR7°7 J t, Expan 

d High Fidelity PCR System(Roche Diagnos 
t i c stt) *fflV\ (9 8°C 1^-57°C 1 fr- 7 2 °C 3 Zffitt 

[0 118] 

^ODNAItfif pCR2. 1 (Invitrogentt) i:JfAL, AB I p r 
ism DNA sequencing kit (Perkin-Elmer Appl 
i e d Biosystemstt) Ci •? BB#l£«tl£Lfco tOffim, Se^J#-f" 5 * £ 
6 7*9^ io-C#<b^7^p C R 2 . 1 - SALPRCJfA^W: 

1 4 1 0tt**ttf>E?!U±, Wtm^S iz&tfZ 3 6 l#B*>fe 1 7 7 0#BtS$Ji|WJ- 

x$>otzifi, nm^fcit 1 -DCD^zmtf&bi-itzo z.(D^m\*, mMU^mwmn^^m 
mz*i&T< smfc&mwz^^^ztitwbfrx&t), salpr^h- fi-^^v 

[0 119] 

pBabe Puro(Morgenstern, J. P. and Land, 
H. Nucleic Acids Res. vol.18 3587-3596 (1 
9 9 0)) (mm^ 7) frb S a 1 I &£TfC 1 a I t?-9JWf"t* -il^f SV40 
promoter-pur 0 ( r ) Hi$£-P&£ > K 1 e n o w fragment 

\ZX Vm^tLfZo ii^P IREShyg (Clontec htt) frbN s i I 43 £ 
Xb a I -e-SJift-^^ HRES-hyg (r) «£12J!9£BL, T4*°'J^7- 

•blcj; 0*S£¥}# / ffcL/'i&<7>£J¥ALp B a b e X I H£#fco 
[0 12 0] 

pBabeXIHHSsp I is J: tfB a mH I XWWTZ £ 1 J: «9 5' — L T R — 
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packaging signal £P£v^ 0 ^^pCLXSN (IMGENEXtt) 
frbS s p IJsJitfB araH I TMDBr*-* t J: i9 "60 «9 tti Ujfe 5 ' LTR-CMV p 
romoter — packaging signal X LpBab eCLXIH^i 

[0121] 

mmm3i salt Rm^mxm v b p^-f ju*^*-:/?** fomm 

ffffB»#!) 2 HfB«co V b n ? 4 JV^i&Ji ^7^5 FpBabeCLXIH ^fURl^ 
|HpaI XtyM L/Co - ^TtufSfWfl 1 pCR2. l-SALPR*5>Ec o 

^7-HCJ;^*S^¥it^L/:^^}fAlpBab eCL (SALPR) IH&# 

£ (HI) o 
[0 12 2] 

mmm^i salp rm&±mj±m k b_g_g_i ^-^msa 

2 X 1 0 6 1!<7) 2 9 3 - E B N AJjfflJJfe (Invitrogentt) £ 1 0 c m 7 - 

>fV y (I WAK Itt) t'DMEM (S i g m a tt) - 1 0% fetal 
bovine serum (FCS) -^-y'J> (penicillin) 10 

0 u n i t s /m 1 V^fv^fyV (streptomycin) 100/ig/ 
ml (PS) (JSLT, rEBNAMJ fc^t^.) 1 Om 1 ^rfflv^f #L/: 0 IB, 
pV-gp (pVPack-GP (Stratagenett) *?)Ns i I^ilFXba 

1 •CfcJKrf D I RES-h i s DSr&tT 4 tfV * i^fftt g 
BSIlfcLfc fcO) > pVPack-VSV-G (Stratagenett) > £ i tf^Jfc 
til 3 -C#/c SALP RitfS^-SAffi l/>n>7'f;VX^^^-7 p 7X5 K (pBabeCL 

(SALPR) I H) *tL*tl 3 . 3 ft g £ V *"7 * * *> a & T r a n s I T 

(P a n v e r a tt) £JiV>T, Iff 13 2 9 3 h5>^7x^y3>Lfc 
o ^6-1 2«ti:EBNAfiI^XIL, 3 7tffi^ilt/:o 
[0123] 

b9>*7i*">a>2Htfefc*&#ifc*rlIIJRU 1, 2 0 0 XgT?10»tU. 
<5-<B±it* 0 . 4 5^ m(Dy J (Mi 1 1 i p o r e tt) -C^aLfciOt^ftl 

V b n -7^f L"Cs $ * -tf>M8§££TFO J: ? Kfroifco 

0 Ultra-Clear Tubes (Beckma ntt) £ 
7 o % y -;v-cM#t&&' 7^1-1" ^ - ^^tti7 4 ^^^^ * 3 5ml 
£X*Lfco iMgMo-^-SW2 8 (Beckmantt) t'AtU gMifiXL 
-9 0 (Beckmantt) ^fon 9, 5 0 0 rpm 1 0 05iHBlOjt'Mftffc*tro 

o7t^#^ 10 0^1 SS©ill , >'f * -S$##?>^o 

[0 12 4] 

[«fii5] ±rL^j z * amp fcmm*^t* u#-?-&m\mfas e 3 0 2011 

( 1 ) jgh>f g tj y AMPS^iB^I^^-tf ^-DNA^M 
^t^Wzti (Durocher et al. Anal Biochem 20 
00 284 (2) 1316-26) c AMPCJSCfc<S?4**?>tL* unit 

cAMP responsive element (CRE) fc-^tf unit (DitJ&tD 
tz&K, CRE x 2 h bfflfc LT@a^iJ#^-8 *5 «£ tfBB?!)*"^ 9 , CREx2bpltLt 
EB£iJ#-^ 1 0 is J: V^SM^^r 1 1 "CfEStt* * U ^DNA^ffelWtLfco 

Si fcfcJ: »)Z*®DNA (CREx 2 h b N CREx2bp) *JBJfl£$*;fco CREx 
2hb*HindIII, BamHL CREx2bp^BamHI, PstI "CflUfc-*- 
pBluescriptllSK ( + ) (Strat'agenett) £H i 

n d 1 1 1 , Psti x-ffiKLtzo mitLfzDNA^m^mLxnt^Knummm^ 

fitioDNAttlUft, i^f)3o<7)DNA (CREx2hb, CREx2bp, 
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pBluescriptllSK (+) ) L (ligation), #<b*i 

7 s 9 * ^ KOK^iJ *mft LT, CRE4/pBUescr iptllSK <H^J& Lfc 

[0 12 5] 

^C^V IP (vasoactive intestinal peptide) 7"n^ 
- ^ - Sr-g-tr D N A fci6 KERIf* 1 ^HEW* 13«WPCR7 P 7 

Human genomic DNA (Roche Diagosticstt) Sri^M 
t U IB^iJ*^- 1 2 jo J: 0TE^!I#-f - 1 3 ©ja-fr** 1 <b & £ P C R 79 >f v - N reco 
mbinant T a q polymerase (Takar atfc) ( 9 4 °C 

3 0 ®- 5 5 °C 3 0 7 2 *C 1 530 t 3 5i*»)ilt£fcPJ: 0 PCRLfcfci* 
, 2 6 4IWDNA 0E?!I#-f-l 4) Wbttfco t«2 6 4tl^©DNA*P s 
t I "CM-ffc-t* tHHCRE4/pBluescriptIISK ( + ) «Ps t It 
>f h KjfXL, ftbilit"??*^ Ymm*m&LXC RE 4VIP/pBluescr 
i p t I I S K (+) SrffrSLfco !#ttL/;CRE4VIP/pB 1 ue s c r i p t I 
I SK ( + ) *6HindIIIkSma IX^mtLfz^ fff>*ifcCRE4VI P7°n 
- »f it =Ht& o fc e 

[0 12 6] 

TttT^O|§iIffl?>f f-'fJTs ^ KpBabeCLXIHiHRES-hyg 

r o ( r ) it^i*L/cpB a b e CLXMLfco pBabeCLXi^bn^ 
'f*'^**©i>'^>t-ttt (LTR) Mhe I~Na r I«**Kt*t4ifcK; 
iotf f>tL^*tt^n^-^-iAffi^fn-)^;v^^^^-77^§ KK, CRE 
t V I P^n^-^-^frSc^iJfc, V*°-*-«{£^&&J§&igfi*T;v# 'J7t^7 
(PLAP) (Goto?), Molecular Pharmacology 
49, p. 860-873, 1996) £SAU pBabeCLcre4vP 
dNN*#fc (13 2) o 
[0 12 7] 

( 2 ) fO'J^AMP JBmm V ^ -^SAIfflfla S E 3 0 2 <Pffi3fc 

^-T^*^ KpBabeCLc re4vP dNN*fflV\ SWJ4 frCififtcDTj 
gC$CTU h n9>f ?-ZmULtz 0 MMLtzU hn7^W^^^^HE 

K 2 9 3 U G&MfTOK J: 0 *BJS«r ^ n - LT, PLAP ^ScoKJfcte 

^fi^/^n-y (JgJLT, rSE 3 0 2ifflJ3&J ^£lT©^C#L/; 0 
[0 12 8] 

[§H»J6] S A L P R jtfeT-SX^ PfQ7^^^^-i:USALP RMMII 
buIE0HM^II4 T*il«L7^V Fn7^^^^^-i:i^»^S ALPRitfc^-S 

tfrlB«M 5 Tif ^Lfc 3 X 1 0 3 m<V S E 3 0 2 «fflfl&* 96well plate ( 
if^ CDMEM (S I GMAtt) -10% fetal bovine 

serum (FCS)-PS (J2Tr\ r*S«J fcffc-Tfc) 1 0 0 p 1 V*TT*&* L 
7Co 1SS> *Jt'W4*T*lH»L^:V' h n <7 * - fcMfi^^U -f-O 10 0^1* 

igmWL-emWkVtz polybrene (ftl^ttft 8 ^ g/m 1 ) (30% h e x a d i m 
ethrine bromide Sigmatt) tHCSE 3 0 2 jfflJ&Kin*. fco * 
wag, 5 0 0 // g/m 1 <£>/W /nv-f 2/> (Hygromyc i n) (I n 

v i t r o g e ntt) 2 0 0 ^1 « L*g# LfCo iO*#^J([LT* 

S A L P RifrfK^A S E 3 0 2 ,« (JBIT\ [SALPR-SE 3 0 2 «J 

[0 12 9] 

[#d&$J7] SALPR-SE 3 0 2 ffll^iS &J±£ 2 » ^ n 12 >MM1^ o TtjjJDg-^ 
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ittjl5»#!) 6 xm^Lfz SALPR-SE302 ^^Mtti'JSffl^* (DME 

M-10%FBS (6 5tCt3 0Mft) fciKlx.*: *> UtiiL/ct, 9 6 w 
ell plate (Beckton Dickisonli) CI 'K^fz «5 1 X 1 0 4 £ 
J: n CiV^; fl SB, Tyfe^Mft (DMEMCO. 1 % * ^>Mt;^ 5 y *m 
x.tzi><D) ^mRL?z&mm<DV 3 (Relaxin-3) /INSL7 (P 

hoenix Pharamaceut ical stt) £ 7\: (i ^ V > (Invi tr 
o g e ntt) ^istinU 7 * ;VJ* =J V "/ (Carb i o Ch emtt) tetik&WkBt 

l M mo 1/L htzh id C^*PL/co S & BJg*&. JHBJfe±?»* 1 5^ 1 01RLT 
ra*iteffl«9 6 we 1 1 plate H±) U T^t^fffl 

|» (2 8 0mmol/L Na 2 COs-NaHCOs, 8 mm o 1/L MgSO 
4, pHIO) ^60^K Lumiphos530 (Lumigentt) 70/j 14^ 
lit, ^-we 1 l«^Fus i ony*°V-M; 

(P e r k i n Elmer tt) Ctfjfe L<e¥f£144 1 Ltz 0 7tJW3'J > 1 
^ m o 1 / L fci&in LfcfflJ3&±fa<a|g^fim £ 1 0 0 % U y L 

T v\»<7) ±m<V%i& *0%tV X y 7* * %a x. *:»-tvt 4> ^©14 £ % T 

m^Ltz (13) o 
[0 13 0] 

ft fc^LT WAHIDS itWo/;o ^<7)fg^vS14^±#«M^^^^ K'CabS'f V 
> "C (± ft fr^>tz<DX\ o 9^r~>>- 3 #^fi*jftRj£-e&& i b&frfrofco -ftz-b 
*,ioSHI*fflv'jit-e, 'J 5^ry>- 3 K «fc a S al PR«ittft^^i^4x.^ 

m%*m%wx&2>zttf7F2titzo 

[0131] 

[3dffe0J8] U 9 * v ^ - 3 BilH*]&-5-C J: a jgrfcffcjtjjfEJB 

(1) mmn^tmm\H^<vtz&<Dm®kW: 

Wi s t a rMi±yy V (H*f f-^X'J^-tt) i±»K)%ffll§Ifl-MF 
^;Viftt) ^#x.T.|JlKbL/io 77f (250-300 g) £J»T^\ fllJH^^*- 
a - V * A L tz o K JBLhfl W L fc«!#£Ift £ fx o £ 0 

(2) ij z ^r->>- 3j#MQliM 

6 0/z g© , J5^'>> / -3 (Phoenix Pharmaceutical%i)&DM 
SO (dimethylsurfoxide) l:tij|L/;t> ft«K^2 0 0 fi m o 
1 / L t ft & «£ -9 AlWlHIMWfc (artificial cerebrospina 
1 fluid) t^iDLTlILfc, ^ffiLfe«fcJB:liat^l*f^*LTflJt»)l!fe*^ -ttfrfc 

£ ^ 65 0prao 1/7 7 fT'^o/: 0 

(3) 'j7^r'>>-3-Mg)Iiftt4 

tL(Bvehicle ( V 9 ^ v 3 SrIfcv>;fcflrSB ( 2 ) fc R * 5 ^ 

(4) fflfolrOMSfe 

^50pmo 1S4L^:7 7 hTiiv ehicl e^7 7 HHjfc^-C^aRfcitin L 
TV^fc (t-^5e, p<0. 0 1) o t&oT, i;94r^>-3t±K^ftt*«II«"t*^i: 

[0 13 2] 

ffifiE# 2005-3031524 



#M 2004-368509 



^-v: 28/ 



^HjMi «5 JflL***5tLfeo ML/;M^ 1 , 7 5 0 Xgtl 5t3-F»I>U ^0_tft 
£-8 OrCtfflfco ±»*©I/7 p f>iS:5f hV^^IEL I SA* 

ls?^>mmiP%Mfr±&?ZZttfWhfrt%<>fc (t-«j£, p<0. 0 5, 15) 

o 

[0133] 

[»j 1 0 ] 'J7^t-»-3 £ X j MfiS^MEJ 

(1) V ^y>- 3^Yfe<7?fI§£ 

ij5ifi/>-3 (^y^KW^SBf) fc&SftKfc&TM-T 1 0 0 ^mo 1 /L ± 7 

CilL, vehicle (4IM7X) f /: l± 'J 7 ^ v > - 3 ?#f SIEE *° > 7° (a 
lzet osmotic pump mode 1 1 0 0 2 6 fi L/B) b^-x. 

(2) g|B8Pfofcllg^rt%#P;fcft<Pgkg 

Wi s t a rltt7 7 > (H*ft-^X'J;t-tt) ^mib®Mf4MF (i'Ji> 
^^iftt) fc-^-x., BMSlHfcLfco mrI39y b (250~270g) £J« 

a y 0 t LTgfi«tT«L> M fcfi? S«5£ Lfco 0 BB^t^tO* 

in**EI6^L7to tti> fftBHOBittdayOtU -HSfe 

0 0«|0^a^?Sffi4fc LT/pLf: (HI7) o 

Bgi^'J - 3ifc#? v h#-ettW^^#S^ii*n«^^tt^o * 

fc. u 9 * -> > - 3 t##oSM UBgiWi twiiini t fc 0 

[0 13 4] 

[*ifrW 1 1 ] U 9 * > - 3 J & j3D, Sift J^OfEffl 

(i) y 9^->>- 3 v#m<?>ll§a 

ij9^*/>-3 KSFSfcjJf) ^iWtt^CTl OO^mo l/Li&Si^ 

iC^lfL, vehicle (^It&X) S t± V 9 * ~> > - 3 ^ (a 

lzet osmotic pump modell002 6 L/B) b?-*- 

Wi s t a rtm<£7V y (B$f^-;vX'JA-|i) K:^lfett&lffl«0$-MF (t'JiV 
?)VWm±) ramWt?5 HIMIftLft. flflB?? b ( 1 7 0 - 2 0 0 g) fcJfr 

s fc itiiiiDSteHMt^ijst • fifcjcTT?*!* u ^#m«riw^t^ m 8 ) 

ltfrffi*«?!l9 fcRlfcfc:, Bft^^U ?^^-3S4?f 

^JnrtTOBStLfc (t-#b£. ** P <o. oi, * p<o. 0 5) o 

(3) i^Mfi^vl^ 

H&fB ( 2 ) k x s 'j7*'»-3S45^ w#m*iin^ffl t~ « ftfc a 

\z&tfZ>mM&£V l ^M<V&%MmM:*V e r s am a x (Accuscantt) Srfflv^ 
TOMjeLfeo M 7Ht) > f« (&#K£tf£3, 8 B&) <D?yh 

*mmife<v i nm\>x±M^m^m^tt^hmMm.^W)hxum i Ltz y ik, V e r s a m 
fc 0 m 9 it 9 o^r^o^Mit*^^b^o 
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[0 13 5] 

[Ull] pBabeCL (SALPR) I HOfltti§!l£/rc1-o 
[H2] pBabeCLc re4vPdNN«I^to 

[0 3] SALPR/GPR 1 3 5 *3&3t$-£fc S E 3 0 2 MM tf£ 7 * 3 
V >«l Kio TifJJP S*;fc|E^flH£<*> I J7^'»-3CJ;^ #*«J*ffl*^«J«l 

^^^-To «*fc©afc?fi»inL;fc#y #V K©*»iftK (nmo 1/L) ^^-To ft 
ili7*^3T/l^mol /l £^JnL£tt±?t<9T;v# y 7 *x y r Z ~£ 
<z>fiH££ 10 0, 7i;vx3'j > *«in LTv>&v»ffliJS±?»^ffitt* o t LT jfffi L 
f:Mtt««^^to #&tt¥$MH (N=3) fcat^-fiaSSTTp-to 

[19 4] jE#9f h<AJMl*lfc4£#Lfcy 9 3 <0«flfJ^*H"*f1Ml**F'*" 

o Dliveh i c 1 e&#-^£. ■l±'J^y>-3S4ff^to 
«5 <7)ffil?» (g) W^t^^to 

[0 5] IE1£9 7 h^Kft^iS^L*: 1 ; 7^v>-3 OJfiLif & 
ftrntm-To Dliveh i c 1 e&#P£, |li'J5*^-3fi4SW. W 
li^^jfll + OV^VftJK (ng/mL) coTOtt^/Ki-o 

[06] lEUT?? hOJHMrt^«c^LfcV9*^^-3 0frMjta*tw^*ft 
ffl^^1-o Diiveh i c l e»^, MliV ?**s>- 3 t4^«:7Kto W«i 
#io-ElfcD«#liiJDi (g) <o¥*SMfi o 

[@7] lEUT?? b<OSiifli:W4Lf:'J 3 oSfilWt^M* 

^1" 0 Dlivehicl e |(i'j7^v>-3»^to Wi#i 

<£>— EfcfctXBSHM: (g) ©Wtt^to 

[us] KSrtK'j 5^ - 3 t«f*s4L^ iisaniiSriajebft^&ftw 
y^ri/y-z^m^-fo ««i»±#*o— E^^fjoMfljjn* (g) <oTOft^ 

[09] IBirt t V 5 + v > - 3 t j*HMS:4 Lfc 5 9 h O &$kMW}-&KM1- *fWB * 
^1"o Dlivehicl ei£#P£, Ili'J 7^fy> - 3t4il:/Pto ffifiHi^ 
CO— K 2b 7c «5 co^SK)* (count) co^p^'fit o 
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mm 


m 


<110> 


Eisai Co. , Ltd. 


<120> 


Screening method 


<130> 


EP04MK1201 


<150> 


JP 2004-31591 


<151> 


2004-02-09 


<lou> 


14 


<170> 


ratentm version 


<210> 


i 


<^11> 




<212> 


DNA 


<Zio> 


Human 


<220> 




<221> 


CDb 


<222> 


(1).. (429) 


<223> 




<400> 


1 



#12 0 0 4-3 6 8 5 0 9 ^-v : 1/ 

SEQUENCE LISTING 



atg gcc agg tac atg ctg ctg ctg etc ctg gcg gta tgg gtg ctg acc 
Met Ala Arg Tyr Met Leu Leu Leu Leu Leu Ala Val Trp Val Leu Thr 
15 10 15 

ggg gag ctg tgg ccg gga get gag gcc egg gca gcg cct tac ggg gtc 
Gly Glu Leu Trp Pro Gly Ala Glu Ala Arg Ala Ala Pro Tyr Gly Val 
20 25 30 

agg ctt tgc ggc cga gaa ttc ate cga gca gtc ate ttc acc tgc ggg 
Arg Leu Cys Gly Arg Glu Phe He Arg Ala Val He Phe Thr Cys Gly 
35 40 45 

ggc tec egg tgg aga cga tea gac ate ctg gcc cac gag get atg gga 
Gly Ser Arg Trp Arg Arg Ser Asp He Leu Ala His Glu Ala Met Gly 
50 ~ 55 60 

gat acc ttc ccg gat gca gat get gat gaa gac agt ctg gca ggc gag 
Asp Thr Phe Pro Asp Ala Asp Ala Asp Glu Asp Ser Leu Ala Gly Glu 
65 70 75 80 



48 



96 



144 



192 



240 



288 



ctg gat gag gcc atg ggg tec age gag tgg ctg gcc ctg acc aag tea 
Leu Asp Glu Ala Met Gly Ser Ser Glu Trp Leu Ala Leu Thr Lys Ser 
85 90 95 
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ccc cag gcc ttt tac agg ggg cga ccc age tgg caa gga acc cct ggg 336 
Pro Gin Ala Phe Tyr Arg Gly Arg Pro Ser Trp Gin Gly Thr Pro Gly 
100 105 110 

gtt ctt egg ggc age cga gat gtc ctg get ggc ctt tec age age tgc 384 
Val Leu Arg Gly Ser Arg Asp Val Leu Ala Gly Leu Ser Ser Ser Cys 
115 120 125 

tgc aag tgg ggg tgt age aaa agt gaa ate agt age ctt tgc tag 429 
Cys Lys Trp Gly Cys Ser Lys Ser Glu He Ser Ser Leu Cys 
130 135 140 



<210> 2 

<211> 142 

<212> PRT 

<213> Human 

<400> 2 

Met Ala Arg Tyr Met Leu Leu Leu Leu Leu Ala Val Trp Val Leu Thr 
15 10 15 



Gly Glu Leu Trp Pro Gly Ala Glu Ala Arg Ala Ala Pro Tyr Gly Val 
20 25 30 



Arg Leu Cys Gly Arg Glu Phe He Arg Ala Val He Phe Thr Cys Gly 
35 40 45 



Gly Ser Arg Trp Arg Arg Ser Asp He Leu Ala His Glu Ala Met Gly 
50 55 60 



Asp Thr Phe Pro Asp Ala Asp Ala Asp Glu Asp Ser Leu Ala Gly Glu 
65 70 75 80 



Leu Asp Glu Ala Met Gly Ser Ser Glu Trp Leu Ala Leu Thr Lys Ser 
85 90 95 



Pro Gin Ala Phe Tyr Arg Gly Arg Pro Ser Trp Gin Gly Thr Pro Gly 
100 105 110 



Val Leu Arg Gly Ser Arg Asp Val Leu Ala Gly Leu Ser Ser Ser Cys 
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115 120 125 




Cys Lys Trp Gly Cys Ser Lys Ser Glu He Ser Ser Leu Cys 
130 ' 135 140 




<210> 3 
<211> 1857 
<212> DNA 
<213> Human 




<220> 

<221> CDS 

<222> (361) . . (1770) 

<223> 




<400> 3 

gatttgggga gttatgcgcc agtgccccag tgaccgcggg acacggagag gggaagtctg 


60 


cgttgtacat aaggacctag ggactccgag cttggcctga gaacccttgg acgccgagtg 


120 


cttgccttac gggctgcact cctcaactct gctccaaagc agccgctgag ctcaactcct 


180 


gcgtccaggg cgttcgctgc gcgccaggac gcgcttagta cccagttcct gggctctctc 


240 


ttcagtagct gctttgaaag ctcccacgca cgtcccgcag gctagcctgg caacaaaact 


300 


ggggtaaacc gtgttatctt aggtcttgtc ccccagaaca tgacctagag gtacctgcgc 


360 


atg cag atg gcc gat gca gcc acg ata gcc acc atg aat aag gca gca 
Met Gin Met Ala Asp Ala Ala Thr He Ala Thr Met Asn Lys Ala Ala 
15 10 15 


408 


ggc ggg gac aag eta gca gaa etc ttc agt ctg gtc ccg gac ctt ctg 
Gly Gly Asp Lys Leu Ala Glu Leu Phe Ser Leu Val Pro Asp Leu Leu 
20 25 30 


456 


gag gcg gcc aac acg agt ggt aac gcg teg ctg cag ctt ccg gac ttg 
Glu Ala Ala Asn Thr Ser Gly Asn Ala Ser Leu Gin Leu Pro Asp Leu 
35 40 45 


504 


tgg tgg gag ctg ggg ctg gag ttg ccg gac ggc gcg ccg cca gga cat 
Trp Trp Glu Leu Gly Leu Glu Leu Pro Asp Gly Ala Pro Pro Gly His 
50 55 60 


552 


ccc ccg ggc age ggc ggg gca gag age gcg gac aca gag gcc egg gtg 
Pro Pro Gly Ser Gly Gly Ala Glu Ser Ala Asp Thr Glu Ala Arg Val 


600 



65 70 75 80 
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egg att etc ate age gtg gtg tac tgg gtg gtg tgc gee ctg ggg ttg 648 
Arg He Leu He Ser Val Val Tyr Trp Val Val Cys Ala Leu Gly Leu 
85 90 95 

gcg ggc aac ctg ctg gtt etc tac ctg atg aag age atg cag ggc tgg 696 
Ala Gly Asn Leu Leu Val Leu Tyr Leu Met Lys Ser Met Gin Gly Trp 
100 105 110 

cgc aag tec tct ate aac etc ttc gtc ace aac ctg gcg ctg acg gac 744 
Arg Lys Ser Ser He Asn Leu Phe Val Thr Asn Leu Ala Leu Thr Asp 
115 120 125 

ttt cag ttt gtg etc acc ctg ccc ttc tgg gcg gtg gag aac get ctt 792 
Phe Gin Phe Val Leu Thr Leu Pro Phe Trp Ala Val Glu Asn Ala Leu 
130 135 140 

gac ttc aaa tgg ccc ttc ggc aag gec atg tgt aag ate gtg tec atg 840 
Asp Phe Lys Trp Pro Phe Gly Lys Ala Met Cys Lys He Val Ser Met 
145 150 155 160 

gtg acg tec atg aac atg tac gec age gtg ttc ttc etc act gee atg 888 
Val Thr Ser Met Asn Met Tyr Ala Ser Val Phe Phe Leu Thr Ala Met 
165 170 175 

agt gtg acg cgc tac cat teg gtg gec teg get ctg aag age cac egg 936 
Ser Val Thr Arg Tyr His Ser Val Ala Ser Ala Leu Lys Ser His Arg 
180 185 190 

acc cga gga cac ggc egg ggc gac tgc tgc ggc egg age ctg ggg gac 984 
Thr Arg Gly His Gly Arg Gly Asp Cys Cys Gly Arg Ser Leu Gly Asp 
195 200 205 

age tgc tgc ttc teg gec aag gcg ctg tgt gtg tgg ate tgg get ttg 1032 
Ser Cys Cys Phe Ser Ala Lys Ala Leu Cys Val Trp He Trp Ala Leu 
210 215 220 

gec gcg ctg gec teg ctg ccc agt gee att ttc tec acc acg gtc aag 1080 
Ala Ala Leu Ala Ser Leu Pro Ser Ala He Phe Ser Thr Thr Val Lys 
225 230 235 240 

gtg atg ggc gag gag ctg tgc ctg gtg cgt ttc ccg gac aag ttg ctg 1128 
Val Met Gly Glu Glu Leu Cys Leu Val Arg Phe Pro Asp Lys Leu Leu 
245 250 255 

ggc cgc gac agg cag ttc tgg ctg ggc etc tac cac teg cag aag gtg 1176 
Gly Arg Asp Arg Gin Phe Trp Leu Gly Leu Tyr His Ser Gin Lys Val 
260 265 270 

ctg ttg ggc ttc gtg ctg ccg ctg ggc ate att ate ttg tgc tac ctg 1224 
Leu Leu Gly Phe Val Leu Pro Leu Gly He He He Leu Cys Tyr Leu 
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275 280 285 

ctg ctg gtg cgc ttc ate gec gac cgc cgc gcg gcg ggg acc aaa gga 1272 
Leu Leu Val Arg Phe He Ala Asp Arg Arg Ala Ala Gly Thr Lys Gly 
290 295 300 



ggg gec gcg gta gec gga gga cgc ccg acc gga gec age gee egg aga 
Gly Ala Ala Val Ala Gly Gly Arg Pro Thr Gly Ala Ser Ala Arg Arg 
305 310 315 320 



age age tct gee tac tga cgcaggcctc aggeccaggg cgcgccgtcg 
Ser Ser Ser Ala Tyr 



465 



1320 



ctg teg aag gtc acc aaa tea gtg acc ate gtt gtc ctg tec ttc ttc 1368 
Leu Ser Lys Val Thr Lys Ser Val Thr He Val Val Leu Ser Phe Phe 
325 330 335 

ctg tgt tgg ctg ccc aac cag gcg etc acc acc tgg age ate etc ate 1416 
Leu Cys Trp Leu Pro Asn Gin Ala Leu Thr Thr Trp Ser He Leu He 
340 345 350 

aag ttc aac gcg gtg ccc ttc age cag gag tat ttc ctg tgc cag gta 1464 
Lys Phe Asn Ala Val Pro Phe Ser Gin Glu Tyr Phe Leu Cys Gin Val 
355 360 365 

tac gcg ttc cct gtg age gtg tgc eta gcg cac tec aac age tgc etc 1512 
Tyr Ala Phe Pro Val Ser Val Cys Leu Ala His Ser Asn Ser Cys Leu 
370 375 380 

aac ccc gtc etc tac tgc etc gtg cgc cgc gag ttc cgc aag gcg etc 1560 
Asn Pro Val Leu Tyr Cys Leu Val Arg Arg Glu Phe Arg Lys Ala Leu 
385 390 395 400 

aag age ctg ctg tgg cgc ate gcg tct cct teg ate acc age atg cgc 1608 
Lys Ser Leu Leu Trp Arg He Ala Ser Pro Ser He Thr Ser Met Arg 
405 410 415 

ccc ttc acc gee act acc aag ccg gag cac gag gat cag ggg ctg cag 1656 
Pro Phe Thr Ala Thr Thr Lys Pro Glu His Glu Asp Gin Gly Leu Gin 
420 425 430 

gec ccg gcg ccg ccc cac gcg gee gcg gag ccg gac ctg etc tac tac 1704 
Ala Pro Ala Pro Pro His Ala Ala Ala Glu Pro Asp Leu Leu Tyr Tyr 
435 440 445 

cca cct ggc gtc gtg gtc tac age ggg ggg cgc tac gac ctg ctg ccc 1752 
Pro Pro Gly Val Val Val Tyr Ser Gly Gly Arg Tyr Asp Leu Leu Pro 
450 455 460 



1800 
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gggcaaggtg gccttccccg ggcggtaaag aggtgaaagg atgaaggagg gctgggg 1857 



<210> 4 

<211> 469 

<212> PRT 

<213> Human 

<400> 4 

Met Gin Met Ala Asp Ala Ala Thr He Ala Thr Met Asn Lys Ala Ala 
15 10 15 



Gly Gly Asp Lys Leu Ala Glu Leu Phe Ser Leu Val Pro Asp Leu Leu 
20 25 30 



Glu Ala Ala Asn Thr Ser Gly Asn Ala Ser Leu Gin Leu Pro Asp Leu 
35 40 45 



Trp Trp Glu Leu Gly Leu Glu Leu Pro Asp Gly Ala Pro Pro Gly His 
50 55 60 



Pro Pro Gly Ser Gly Gly Ala Glu Ser Ala Asp Thr Glu Ala Arg Val 
65 70 75 80 



Arg He Leu He Ser Val Val Tyr Trp Val Val Cys Ala Leu Gly Leu 
85 90 95 



Ala Gly Asn Leu Leu Val Leu Tyr Leu Met Lys Ser Met Gin Gly Trp 
100 105 110 



Arg Lys Ser Ser He Asn Leu Phe Val Thr Asn Leu Ala Leu Thr Asp 
115 120 125 



Phe Gin Phe Val Leu Thr Leu Pro Phe Trp Ala Val Glu Asn Ala Leu 
130 135 140 



Asp Phe Lys Trp Pro Phe Gly Lys Ala Met Cys Lys He Val Ser Met 
145 150 155 160 
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Val Thr Ser Met Asn Met Tyr Ala Ser Val Phe Phe Leu Thr Ala Met 
165 170 175 



Ser Val Thr Arg Tyr His Ser Val Ala Ser Ala Leu Lys Ser His Arg 
180 185 190 



Thr Arg Gly His Gly Arg Gly Asp Cys Cys Gly Arg Ser Leu Gly Asp 
195 200 205 



Ser Cys Cys Phe Ser Ala Lys Ala Leu Cys Val Trp He Trp Ala Leu 
210 215 220 



Ala Ala Leu Ala Ser Leu Pro Ser Ala He Phe Ser Thr Thr Val Lys 
225 230 235 240 



Val Met Gly Glu Glu Leu Cys Leu Val Arg Phe Pro Asp Lys Leu Leu 
245 250 255 



Gly Arg Asp Arg Gin Phe Trp Leu Gly Leu Tyr His Ser Gin Lys Val 
260 265 270 



Leu Leu Gly Phe Val Leu Pro Leu Gly He He He Leu Cys Tyr Leu 
275 280 285 



Leu Leu Val Arg Phe He Ala Asp Arg Arg Ala Ala Gly Thr Lys Gly 
290 295 300 



Gly Ala Ala Val Ala Gly Gly Arg Pro Thr Gly Ala Ser Ala Arg Arg 
305 310 315 ' 320 



Leu Ser Lys Val Thr Lys Ser Val Thr He Val Val Leu Ser Phe Phe 
325 330 335 



Leu Cys Trp Leu Pro Asn Gin Ala Leu Thr Thr Trp Ser He Leu He 
340 345 350 



Lys Phe Asn Ala Val Pro Phe Ser Gin Glu Tyr Phe Leu Cys Gin Val 
355 360 365 
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Tyr Ala Phe Pro Val Ser Val Cys Leu Ala His Ser Asn Ser Cys Leu 
370 375 380 



Asn Pro Val Leu Tyr Cys Leu Val Arg Arg Glu Phe Arg Lys Ala Leu 
385 390 395 400 



Lys Ser Leu Leu Trp Arg He Ala Ser Pro Ser He Thr Ser Met Arg 
405 410 415 



Pro Phe Thr Ala Thr Thr Lys Pro Glu His Glu Asp Gin Gly Leu Gin 
420 425 430 



Ala Pro Ala Pro Pro His Ala Ala Ala Glu Pro Asp Leu Leu Tyr Tyr 
435 440 445 



Pro Pro Gly Val Val Val Tyr Ser Gly Gly Arg Tyr Asp Leu Leu Pro 
450 455 460 



Ser Ser Ser Ala Tyr 
465 



<210> 5 

<211> 38 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> A sense primer 

<400> 5 

gatatcgccg ccaccatgca gatggccgat gcagccac 38 



<210> 6 

<211> 28 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> An ant i sense primer 
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<400> 6 

gatatctcag taggcagagc tgctgggc 28 



<210> 7 
<211> 5020 
<212> DNA 
<213> Plasmid 

<400> 7 

ctgcagcctg aatatgggcc aaacaggata tctgtggtaa gcagttcctg ccccggctca 60 

gggccaagaa cagatggaac agctgaatat gggccaaaca ggatatctgt ggtaagcagt 120 

tcctgccccg gctcagggcc aagaacagat ggtccccaga tgcggtccag ccctcagcag 180 

tttctagaga accatcagat gtttccaggg tgccccaagg acctgaaatg accctgtgcc 240 

ttatttgaac taaccaatca gttcgcttct cgcttctgtt cgcgcgcttc tgctccccga 300 

gctcaataaa agagcccaca acccctcact cggggcgcca gtcctccgat tgactgagtc 360 

gcccgggtac ccgtgtatcc aataaaccct cttgcagttg catccgactt gtggtctcgc 420 

tgttccttgg gagggtctcc tctgagtgat tgactacccg tcagcggggg tctttcattt 480 

gggggctcgt ccgggatcgg gagacccctg cccagggacc accgacccac caccgggagg 540 

taagctggcc agcaacttat ctgtgtctgt ccgattgtct agtgtctatg actgatttta 600 

tgcgcctgcg tcggtactag ttagctaact agctctgtat ctggcggacc cgtggtggaa 660 

ctgacgagtt ctgaacaccc ggccgcaacc ctgggagacg tcccagggac tttgggggcc 720 

gtttttgtgg cccgacctga ggaagggagt cgatgtggaa tccgaccccg tcaggatatg 780 

tggttctggt aggagacgag aacctaaaac agttcccgcc tccgtctgaa tttttgcttt 840 

cggtttggaa ccgaagccgc gcgtcttgtc tgctgcagca tcgttctgtg ttgtctctgt 900 

ctgactgtgt ttctgtattt gtctgaaaat tagggccaga ctgttaccac tcccttaagt 960 

ttgaccttag atcactggaa agatgtcgag cggctcgctc acaaccagtc ggtagatgtc 1020 

aagaagagac gttgggttac cttctgctct gcagaatggc caacctttaa cgtcggatgg 1080 

ccgcgagacg gcacctttaa ccgagacctc atcacccagg ttaagatcaa ggtcttttca 1140 

cctggcccgc atggacaccc agaccaggtc ccctacatcg tgacctggga agccttggct 1200 
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tttgaccccc ctccctgggt caagcccttt gtacacccta agcctccgcc tcctcttctt 1260 

ccatccgcgc cgtctctccc ccttgaacct cctctttcga ccccgcctca atcctccctt 1320 

tatccagccc tcactccttc tctaggcgcc ggccggatcc cagtgtggtg gtacgtagga 1380 

attcgccagc acagtggtcg acctgtggaa tgtgtgtcag ttagggtgtg gaaagtcccc 1440 

aggctcccca gcaggcagaa gtatgcaaag catgcatctc aattagtcag caaccaggtg 1500 

tggaaagtcc ccaggctccc cagcaggcag aagtatgcaa agcatgcatc tcaattagtc 1560 

agcaaccata gtcccgcccc taactccgcc catcccgccc ctaactccgc ccagttccgc 1620 

ccattctccg ccccatggct gactaatttt ttttatttat gcagaggccg aggccgcctc 1680 

ggcctctgag ctattccaga agtagtgagg aggctttttt ggaggcctag gcttttgcaa 1740 

acgctgcttg aggctgaagg tgcgttgctg gcgtttttcc ataggctccg cccccctgac 1800 

gagcatcaca aaaatcgacg ctcaagtcag aggtggcgaa acccgacagg actataaaga 1860 

taccaggcgt ttccccctgg aagctccctc gtgcgctctc ctgttccgac cctgccgctt 1920 

accggatacc tgtccgcctt tctcccttcg ggaagcgtgg cgctttctca tagctcacgc 1980 

tgtaggtatc tcagttcggt gtaggtcgtt cgctccaagc tgggctgtgt gcacgaaccc 2040 

cccgttcagc ccgaccgctg cgccttatcc ggtaactatc gtcttgagtc caacccggta 2100 

agacacgact tatcgccact ggcagcagcc actggtaaca ggattagcag agcgaggtat 2160 

gtaggcggtg ctacagagtt cttgaagtgg tggcctaact acggctacac tagaaggaca 2220 

gtatttggta tctgcgctct gctgaagcca gttaccttcg gaaaaagagt tggtagctct 2280 

tgatccggca aacaaaccac cgctggtagc ggtggttttt ttgtttgcaa gcagcagatt 2340 

acgatcgata aaataaaaga ttttatttag tctccagaaa aaggggggaa tgaaagaccc 2400 
cacctgtagg tttggcaagc tagcttaagt aacgccattt tgcaaggcat ggaaaaatac 2460 
ataactgaga atagagaagt tcagatcaag gtcaggaaca gatggaacag ctgaatatgg 2520 
gccaaacagg atatctgtgg taagcagttc ctgccccggc tcagggccaa gaacagatgg 2580 
aacagctgaa tatgggccaa acaggatatc tgtggtaagc agttcctgcc ccggctcagg 2640 
gccaagaaca gatggtcccc agatgcggtc cagccctcag cagtttctag agaaccatca 2700 
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gatgtttcca gggtgcccca aggacctgaa atgaccctgt gccttatttg aactaaccaa 2760 

tcagttcgct tctcgcttct gttcgcgcgc ttctgctccc cgagctcaat aaaagagccc 2820 

acaacccctc actcggggcg ccagtcctcc gattgactga gtcgcccggg tacccgtgta 2880 

tccaataaac cctcttgcag ttgcatccga cttgtggtct cgctgttcct tgggagggtc 2940 

tcctctgagt gattgactac ccgtcagcgg gggtctttca catgcagcat gtatcaaaat 3000 

taatttggtt ttttttctta agtatttaca ttaaatggcc atagttgcat taatgaatcg 3060 

gccaacgcgc ggggagaggc ggtttgcgta ttgggcgctc ttccgcttcc tcgctcactg 3120 

actcgctgcg ctcggtcgtt cggctgcggc gagcggtatc agctcactca aaggcggtaa 3180 

tacggttatc cacagaatca ggggataacg caggaaagaa catgtgagca aaaggccagc 3240 

aaaaggccag gaaccgtaaa aaggccgcgt tgctggcgtt tttccatagg ctccgccccc 3300 

ctgacgagca tcacaaaaat cgacgctcaa gtcagaggtg gcgaaacccg acaggactat 3360 

aaagatacca ggcgtttccc cctggaagct ccctcgtgcg ctctcctgtt ccgaccctgc 3420 

cgcttaccgg atacctgtcc gcctttctcc cttcgggaag cgtggcgctt tctcatagct 3480 

cacgctgtag gtatctcagt tcggtgtagg tcgttcgctc caagctgggc tgtgtgcacg 3540 

aaccccccgt tcagcccgac cgctgcgcct tatccggtaa ctatcgtctt gagtccaacc 3600 

cggtaagaca cgacttatcg ccactggcag cagccactgg taacaggatt agcagagcga 3660 
ggtatgtagg cggtgctaca gagttcttga agtggtggcc taactacggc tacactagaa 3720 
ggacagtatt tggtatctgc gctctgctga agccagttac cttcggaaaa agagttggta 3780 
gctcttgatc cggcaaacaa accaccgctg gtagcggtgg tttttttgtt tgcaagcagc 3840 
agattacgcg cagaaaaaaa ggatctcaag aagatccttt gatcttttct acggggtctg 3900 
acgctcagtg gaacgaaaac tcacgttaag ggattttggt catgagatta tcaaaaagga 3960 
tcttcaccta gatcctttta aattaaaaat gaagtttgcg gccgcaaatc aatctaaagt 4020 
atatatgagt aaacttggtc tgacagttac caatgcttaa tcagtgaggc acctatctca 4080 
gcgatctgtc tatttcgttc atccatagtt gcctgactcc ccgtcgtgta gataactacg 4140 
atacgggagg gcttaccatc tggccccagt gctgcaatga taccgcgaga cccacgctca 4200 
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ccggctccag atttatcagc aataaaccag ccagccggaa gggccgagcg cagaagtggt 4260 

cctgcaactt tatccgcctc catccagtct attaattgtt gccgggaagc tagagtaagt 4320 

agttcgccag ttaatagttt gcgcaacgtt gttgccattg ctacaggcat cgtggtgtca 4380 

cgctcgtcgt ttggtatggc ttcattcagc tccggttccc aacgatcaag gcgagttaca 4440 

tgatccccca tgttgtgcaa aaaagcggtt agctccttcg gtcctccgat cgttgtcaga 4500 

agtaagttgg ccgcagtgtt atcactcatg gttatggcag cactgcataa ttctcttact 4560 

gtcatgccat ccgtaagatg cttttctgtg actggtgagt actcaaccaa gtcattctga 4620 

gaatagtgta tgcggcgacc gagttgctct tgcccggcgt caacacggga taataccgcg 4680 

ccacatagca gaactttaaa agtgctcatc attggaaaac gttcttcggg gcgaaaactc 4740 

tcaaggatct taccgctgtt gagatccagt tcgatgtaac ccactcgtgc acccaactga 4800 

tcttcagcat cttttacttt caccagcgtt tctgggtgag caaaaacagg aaggcaaaat 4860 

gccgcaaaaa agggaataag ggcgacacgg aaatgttgaa tactcatact cttccttttt 4920 

caatattatt gaagcattta tcagggttat tgtctcatga gcggatacat atttgaatgt 4980 
atttagaaaa ataaacaaat aggggttccg cgcacatttc 



5020 



<210> 8 

<211> 83 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> A sense strand for CREx2hb 



<400> 8 

cccaagcttg atatcgaatt cgacgtcaca gtatgacggc catgggaatt cgacgtcaca 60 



gtatgacggc catggggatc ccg 



83 



<210> 9 

<211> 83 

<212> DNA 

<213> Artificial Sequence 



<220> 

<223> An ant i sense strand for CREx2hb 
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<400> 9 

cgggatcccc atggccgtca tactgtgacg tcgaattccc atggccgtca tactgtgacg 
tcgaattcga tatcaagctt ggg 



<210> 10 
<211> 78 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> A sense strand for CREx2bp 
<400> 10 

tgcactgcag gaattcccat ggccgtcata ctgtgacgtc gaattcccat ggccgtcata 
ctgtgacgtc ggatcccg 



<210> 11 
<211> 78 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> An ant i sense strand for CREx2bp 
<400> 11 

cgggatccga cgtcacagta tgacggccat gggaattcga cgtcacagta tgacggccat 
gggaattcct gcagtgca 



<210> 12 

<211> 30 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> A sense primer 

<400> 12 

tcgactgcag cccatggccg tcatactgtg 30 



<210> 13 
<211> 30 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> An ant i sense primer 
<400> 13 

tgcactgcag gtcggagctg actgttctgg 30 

<210> 14 
<211> 264 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Vasoactive intestinal peptide promoter 
<400> 14 

tcgactgcag cccatggccg tcatactgtg tgacgtcttt cagagcactt tgtgattgct 60 
cagtcctaag tataagccct ataaaatgat gggctttgaa atgctggtca gggtagagtg 120 
agaagcacca gcaggcagta acagccaacc cttagccatt gctaagggca gagaactggt 180 
ggagcctttc tcttactccc aggacttcag cacctaagac agctccaaaa caaaccagaa 240 
cagtcagctc cgacctgcag tgca 264 
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25000 



20000 



3 15000 



ro 10000 - 



5000 - 



Locomotor activity 





day 2 day 3 day 7 day 8 

daytime night daytime night 



aj«E#2 005-3031524 



#11 2004-368509 ^- v : 1/E 

[ft¥&¥i£] SALPRt ft-frl" ^'J7^y>-3^7 7 h fli^ft&C^ U 



•ffiiE# 2005-3031524 



#11 2004-368509 v : 1/E 



#ff ffiHf #H 2004-368509 

50402181333 

ffi^H" ^SfB^_hj^ 0 0 9 4 

f^JSfc 0 16^121240 



[fftBU#^] 000000217 

[teBrXtegJfr] m^ffiA^E/h^JII 4T@6f lOt 



ffif£# 2005-3031524 




l/E 



mm 2004-368509 
tB I A I 



[000000217] 
1990^ 8H29B 
mMI5S:^IE/h5JI| 4 T@ 6 



i o-^ 



tBiE^^- £BSE#2 0 0 5 - 3 0 3 1 5 2 4 



